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NOVEL TI-nOUREA DERIVA'nVES AND THE PHARMACEUTICAL COMPOSITIONS CONTAINING THE 



(57) Abstract: The present invenUon relates to novel thiourea derivatives as a modulator for vaiiilloid receptor (VR) and the phar- 
maceutical compositions containing the same. As diseases a.ssociaied with the activiiy of vanilloid receptor, pain acute pain, chronic 
pain, neuropathic pain, post-operative pain, migraine, aithralgia, neuropathies, nerve injuiy, diabetic neuropathy, ncurodegeneration, 
neurotic skin disorder, stroke, urinajy bladder hypcrscnsitivcncss, imtablc bowel syndrome, a respiratory disoixlcr such as asthma or 
chronic obstructive pulmonary disease, irritation of skin, eye or mucous membrane, fervescence, stomach-duodenal ulcer, inflam- 
matory bowel disease and inflammatory diseases can be enumeraied. The present invention provides a phannaceuiical composition 
for prevention or ircatnicni of these di.scascs. 
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Navel thiourea derivatives and the pharmaceutical compositions coutaiuing the 
same 

Technical Field 

5 The present invention relates to novel thiourea derivatives and the 

pharmaceutical compositions containing the same, and particularly, to novel thiourea 
compounds as a modulator for vanilloid receptor (VR) and the pharmaceutical 
compositions thereof. Here, the modulator means the thing fliat can be bonded to the 
receptor to act as an antagonist or an agonist 

10 

Background Art 

As diseases associated with the activity of vanilloid receptor, pain, acute pain, 
chronic pain, neuropathic pam, post-operative pam, migraine, arthralgia, neuropathies, 
nerve injury, diabetic neuropathy, neurodegeneration, neurotic skin disorder, stroke, 
15 urinary bladder hypersensitiveness, irritable bowel syndrome, a respiratory disorder 
such as asthma or chronic obstructive pulmonary disease, irritation of sldn, eye or 
mucous membrane, fervescence, stomach-duodenal ulcer, inflammatory bowel disease 
and inflammatory diseases can be enumerated. The present invention provides 
pharmaceutical compositions for prevention or treatment of these diseases. 
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Yet, the diseases described above are only for enumeration, not to limit the scope of 
clinical application of vanilloid receptor modulator. 

Capsaicin (8-methyl-N-vanillyl-6-nonenamide) is a main pungent component in 
hot peppers. Hot peppers have been used, for a long time, not only as a spice but also 
as traditional medicine in the treatment of gastric disorders and when applied locally, 
for the relief of pain and inflammation (Szallasi and Blumberg, 1999, Pharm, Rev. 51, 
pp 159-2 11). Capsaicin has a wide spectnim of biological actions, and not only 
exhibits effects on the cardiovascular and respiratory systems but also induces pain and 
irritancy on local application. Capsaicin, however, after such induction of pain, 
induces desensitization, both to capsaicin itself and also to other noxious stimuli to 
make the pain stopped. Based on this property, capsaicin and its analogues such as 
olvanil, nuvanil, DA-5018, SDZ-249482, resiniferatoxin are either used as analgesic 
agent, therapeutic agent for incontinentia minae or skin disorder, or under development 
(Wrigglewortli and Walpole, 1998, Drugs of the Future 23, pp 531-538). 

Transmissions of mechanical, thermal and chemical noxious stimuli are mainly 
occurred by primary afferent nerve fibers of fine unmyelinated nerve (C-fiber) and thin 
myelinated nerve (A-fiber), and main reaction site of capsaicin and its analog called 
vanilloid is present at the nerve fiber transmitting the noxious stimuli. Capsaicin acts 
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at the receptor existing on these neurons to induce potent stimuli by causing potent 
inflow of mono-and di-valent cations such as calcium and sodium, then exliibits potent 
analgesic effect by blocking the nei'vous function (Wood et al., 1988, J. Neurosci, 8, 
pp320S-3220). Vanilloid receptor (VR-1) has been recently cloned and its existence 
5 becomes clear(Caterina et al., 1997, Nature 389, pp8l6-824). It was clarified tliat this 
receptor, transmits not only stimuli by capsaicin anlogues(vanilloid) but also various 
noxious stimuli such as proton and themial stimuli (Tominaga et al., 1998, Neuron 21, 
pp53 1-543). Based on this, it is considered that vanilloid receptor functions as a 
integrative modulator against various noxious stimuli and carries out critical role m 

10 transmissions of pain and noxious stunuh. Recently, knock-out mouse in wliich gene 
encoding for vanilloid receptor was deleted was prepared (Caterina et al., 2000, Science 
288, pp306-313; Davis et al., 2000, Nature 405, ppl83-187). Compared to normal 
mice, the mouse was found out to exhibit much reduced reaction to theimal stimuli and 
thermal pain, while exhibiting no difference in general behavior, reconfirming the 

15 importance of the receptor in transmission of noxious signal. However, except proton, 
no other endogenous Ugand, not exogenous ligand such as capsaicin, actually involved 
in transmission of noxious stimuU at vanilloid receptor was known. It is considered 
that leucotriene metabolite represented by 12-hydroperoxyeicosatetraenoic acid 
(12-HPETB) (Hwang et al, 2000, PNAS 11, pp6155-6160) and arachidonic aicd 
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derivatives such as anandamide (Zygmunt et al., 2000, Trends Phamiocol. Sci. 21, 
pp43-44) act as the most likely endogenous ligand for the receptor and proton acts as a 
cofactor with receptor-stimulating activity, rather than as a direct Ugand. 

.5 As such, a capsaicin-sensitive sensory nerve cell and a vanilloid receptor 

existing in the cell are distributed over the entire body and play basic function in 
transmission of noxious stiniuli and pain, fiirther act as crucial factor in expression of 
neurogenic inflamniation, thereby to have close relation witli the cause of neuropatliies, 
nerve injury, stroke, asthma, chronic obstructive pulmonary diseases, urinary bladder 

10 hypersensitiveness, irritable bowel syndrome, inflammatory bowel disease, fervescence, 
skin disorder and inflammatory disease. Lately, their correlation even with 
neuropathic disease is suggested (WO 99/00125). Recently, attention has focused to 
the role of afferent sensor/ nerve responding to capsaicin in gastrointestmal injury, and 
it was proposed that the afferent nerve might have a dual character that it exhibits 

15 protective action against gastric damage by improving gastric microcirculation thi'ough 
releasing peripheral neuropeptide such as CGRP (calcitonin gene-related peptide), while 
inducing gastric injury by. stimulating sympathetic nervous system (Ren et al., 2000, 
Dig. Dis. Sci. 45, pp830-'836). It is determmed that vanilloid receptor modulator has 
very high potential to be used for prevention or treatment of the said various diseases by 

4 
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modulating the activity of the vanilloid receptor conducting such varied functions. 

As described above, there has been widely studied for clinical apphcation of 
vanilloid receptor agonist, and it is understood tliat there is a possibility that the agonist 
5 derived from the present studies will be developed for climcai application. Though it 
may be, theoretically, anticipated that antagonist for this receptor would exhibit 
substantial degree of inhibitory action against pain and neurogenic inflammation, it was 
found out that the competitive antagonist for this receptor, capsazepine, ahnost the only 
one known until now, failed to exhibit significant analgesic and anti-inflammatory 
10 effects (Perldns and Campbell, 1992, Br. J. Pharmacol 107, pp329-333). Therefore, 
not much progress was made on this field. . However, recently, there has been a report 
on significant results for analgesic action of capsazepine in animal studies (Kwak et al., 
1998, Neurosci. 86, pp619-.626; Santos and calkto, 1997, Neiirosci. Lett. 235, pp73-76), 
in particular, the inventors of the present invention clearly demonsti*ated tlirough animal 
15 studies the analgesic and anti-inflammatory effects of the strong vanilloid receptor 
antagonists which were identified through experiments m pur laboratory, and based on 
this, strongly suggest the. development potential of vanilloid receptor antagonist as an 
analgesic, anti-inflammatory and anti-ulcerous agent. . Yet, though the vanilloid 
receptor antagonist or agonist derived fi-om the present studies will mainly act based on 

5 . 
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the antagonistic or agonistic activity of itself, even a possibility that it could exhibit the 
pharmacological activity tlirough transfoimation into agonist or antagonist via 
metabolism after absorption into body is not to be excluded. 

The present invention is to provide novel compounds which are acted as a 
modulator for vanilloid receptor and exhibit excellent analgesic, anti-inflammatory and 
anti-ulcer effects, and pharmaceutical compositions containing the same. 

Disclosure of the invention 

In order to attain the above objects, the present mvaition provides a novel 
compound of the following fomiula (I): 

■ X ^ . ■ .: 

wherein, 

X represents S, 0 or -NCN; 

Y represents single bond, NR^, 0 or S; 
represents 
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pyridinylmethyl, pyn-olylmethyl, oxazolylmethyl, pyrazolylmethyl, imidazolylmethyl, 
anthracenylmethyl, naphthylmetliyl, quinolinylmethyl, alkoxycarbonyl or 
alkylcarbonyloxy (wherein, m is 0, 1, 2, 3 or 4; R"^ and are independentyl hydrogen, 
5 lower alkyl having 1 to 5 carbon atoms, hydroxy, methanesulfonylaraino, lower alkoxy 
having 1 to 5 carbon atoms, methoxyalkoxy, methoxyalkoxyalkyl, alkoxycarbonyloxy, 
benzyloxy, acetoxymethyl, propinoyloxymethyl, butoxyalkyl, trimethylacetoxy, 
trimethylacetoxymethyl or halogen; and and R^ are independently hydrogen, lower 
alkyl having 1 to 5 carbon atoms); 
10 R^ represents R^-(CH2)n- 

{wherem, n is 0, 1, 2, 3 or 4; R^ is benzoyl, imidazolyl, indolyl, indazolyl, 
thiazolyl, pyrazolyl, oxazolyl, isoxazolyl, benzimidazolyl, chromonyl or benzothiazolyl 
substituted or unsubstituted with lower alkyl haviag 1 to 5 carbon atoms, nitro, amino, 
cyano, meflianesulfonylamino, formyl or halogen, or 



15 




(wherein, R^ is hydrogen, halogen, lower allcyl havmg 1 to 5 carbon atoms, 

7 
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lower allcoxy having 1 to 5 carbon atoms, hydroxy, nitro, cyano, -NHSOaR^^ -S(0)pR^^ 
'm}^R^\ carboxyl; is hydrogen, nitro, NHS02R^^ S(0)pR*2 or NR^^R^^; R^Ms 
hydrogen or cyano; R^^ is lower alkyl having 1 to 5 carbon atoms, methylphenyl, 
NR^^R^^ trifluoromethyl or alkenyl; R^^ and R^"* are independently hydrogen or lower 
alkyl having 1 to 5 carbon atoms; and p is 0 or 2.); or . 




or 



(wherein, Z is 0, S, NH or -NCH3; R'^ is hydrogen, halogen, lower alkyl 
having 1 to 5 carbon atoms, nitro, cyano, -NHS02R^^ -S(0)pR^^. 
N,N-dimethylaminomethyl or alkoxycarbonylamino; and p and R^^ have the same 
meanings as defined in R^); 

or 




or 



(wherein, W is 0, S, NH, NR^^ -N(S02CH3)- or -CH2S and R^*^ is pyridinyl 
or pyrimidinyl substituted or unsubstituted with lower alkyl having 1 to 5 carbon atoms, 
nitro, methanesulfonylamino or halogen; or benzyl or phenethyl substituted or 

8 
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unsubstitued with lower alkyl having 1 to 5 carbon atoms, alkoxy, hydroxy, nitro, 
methanesulfonylamino or halogen); 

or . ■ : . 




or 



5 (wherein, R^^, R^^, R^^ and R^^ are independently hydrogen, halogen, lower 

alkyl having 1 to 5 carbon atoms, alkoxy, methylenedioxy, 
methanesulfonylaminomethyl, alkoxycarbonyl, hydroxy, snlfainoyl, aminoalkoxy, 
alkoxycarbonylamino, -NHCH2CO2H, alkoxyalkylcarbonylamuio, 

alkoxycarbonylalkylamino, niti'o, fonnyl, acetyl, fonnylamino, acetoxyaniino, cyano, 
10 -OSO2CH3, -NHSO2R'', -N(S02R'')CH3, -N(S02R'')2, -S(0)pR^', -NR'^R*', 
thiocarbamoyl, -C(=0)NHNH2, -C(=0)NHOH, -C(=0)NH0CH3, -P0(=O)(0CH3)2, 
carboxyl, NHBoc, -NHC(=0)SCH3 or guanidine; R^^ and R"^ are independently 
hydrogen, halogen, alkoxy or hydroxy; and p, R^', R^^ and R^'* have the same 
meanings as defined in R^; 
15 or hydroxyphenylalkyl or (methanesiilfonylaminophenyl)allcyl} ; and 

R^ represents hydrogen, alkyl or cycloalkyl having 1 to 8 carbon atoms, lower 
alkylphenyl having 1 to 5 carbon atoms, pyridinylethyl, bisphenybiethyl; or 

9 



wo 02/16318 



PCT/1<R(I1/01407 



phenylallcyl substituted with lower alkyl having 1 to 5 carbon atoms, halogen or 
methanesulfonylamino. 

Preferably, in the above formula (1), 

X represents S, 0 or -NCN; 



(wherein, m is 0, 1 or 2; and R"^ and are independently hydrogen, lower 
alkyl having 1 to 4 carbon atoms, hydioxy, methanesulfonylamino, lower alkoxy having 
10 1 to 5 carbon atoms, methoxyalkoxy, methoxyalkoxyalkyl, benzyloxy, acetoxymethyl, 
trunethylacetoxymethyl or halogen); 
. R^ represents R^-.(CH2)„- 

{wherein, n is 0, 1, 2 or 3; and R^ is benzoyl, imidazolyl, indolyl, indazolyl, 
thiazolyl, pyrazolyl, oxazolyl, benzimidazolyl or chromonyl substituted or unsubstituted 
15 with lower alkyl having 1 to 5 carbon atoms, nitro, amino, cyano, 
methanesulfonylamino, foimyl or halogen, or 



5 



Y represents NR^ or 0; 



R represents 




10 
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H 

N 



r 



(wherein, is hydrogen, halogai, lower alkyl having 1 to 4 carbon atoms, lowar 
aflcoxy having 1 to 4 carbon atoms, nitro, cyano, -NHSOjR'^ -NR"R" or carboxyl; 
R*° is hydi-ogen, nitro, NHS02R'^ or -NR"r'*; R" is hydrogen or cyano; R'^ is lower 
5 alkyl having 1 to 4 carbon atoms, methylphenyl, -NR"r'^ or trifluoromethyl; R" and 
R*'' are independently hydrogen or lower alkyl having 1 to 4 carbon atoms; and p is 0 
or2); 



10 . (wherein, Z is 0, S, NH or -NCH3; R'^ is hydrogen, lower alkyl having 1 to 4 

carbon atoms, nitro, cyano or NHSO2R"; and R" has the same meanings as defined 



or 




or 



iaR');or 



11 
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PH3 

OX 

(wherein, W is 0, S, NH, m}^ or -CHj-; and R^^ is pyridinyl or pyrimidinyl 
substituted or unsubstituted with lower alkyl having 1 to 4 carbon atoms, nitro or 
metbanesulfonylainino; or benzyl or phenethyl substituted or unsubstituted with lower 
alkyl having 1 to 4 carbon atoms, alkoxy, hydroxy or methanesulfonylamino); 
or ' 




or 



(wherein, R", R^^ R^^ R^^ and R^^ are mdependently hydrogen, halogen, lower 
alkyl having 1 to 5 carbon atoms, alkoxy, methylenedioxy, 
methanesulfonylaminomethyl, alkoxycarbonyl, hydroxy, sulfamoyl, 
alkoxycarbonylamino, -NHCH2CO2H, alkoxyalkylcarbonyiamino, 

alkoxycarbonylalkylamino, nitro, fonnyl, acetyl, formylaniino, acetoxyamino, cyano, 
-OSO2CH3, -NHS02R^\ -N(S02R^')CH3, ^N(S02R^')2, -S(0)pR^^ m}'R'\ 
thiocarbamoyl, -C(=0)NHNH2, -C(=0)NHOH, -C(=0)NH0CH3, carboxyl, NHBoc, 
-NHC(=0)SCH3, guaiiidine; R^^ and R" are independently hydrogen, alkoxy or 

12 
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hydroxj^, and p, R^^ R^^ and R^"^ have the same meanings as defined in R^); 

or hydroxyphenylalkyl or (methanesulfonylaminophenyl)allcyl} ; and 

R^ represents hydrogen, alkyl having 1 to 4 carbon atoms, lower allcylphenyl 
having 1 to 3 carbon atoms, pyridinylethyl or bisphenylmethyl; or phenylalkyl 
5 substituted ^th lower alkyl having 1 to 4 carbon atoms/ halogen or 
metlianesulfonylamiiio. . 

More preferably, in the above formula (T), 

X represents S, O or -NCN; 

Y represents NR'^ or 0; 
10 R^ represents 



R' 



(wherein, m is 1 or 2; and R"* and R^ are indq}endently hydrogen, t-butyl, 
hydroxy, methanesulfonylamino, lower alkoxy having 1 to 5 carbon atoms, 
methoxymethoxy, methoxyethoxy, benzyloxy, acetoxymethyl, trimethylacetoxymethyl 
15 or halogen); 

R^ represents R^-(CH2)„- 
{wherein, n is 1, 2 or 3; R^ is benzoyl, imidazolyl, indolyl, indazolyl, thiazolyl, 

13 



wo 02/16318 



PCT/TCROl/01407 



pyrazolyl or benzimidazolyl substituted or unsubstituted with methyl, nitro or halogen; 
or 




(wherein, is hydrogen, halogen, methyl, nitro or metiianesulfonylamino; is 
hydrogen or nitro; and Ms hydrogen or cyano); 
or 




or ! 

(wherein, Z is 0, S, NH or -NCH3; and R*^ is hydrogen, methyl, nitro, cyano 
or methanesulfonylamino); 
or 




or 

(wherein, W is 0, S, MH, NR**^ or -CH2-; and R^^ is pyridinyl, pyrimidinyl; or benzyl 
or phenethyl substituted or unsubstituted with methyl, raethoxy or hydi'oxy); 
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or 




(wherein, R^^ R^^ R^*' and R^^ are independently hydrogen, halogen, lower 
allcyl having 1 to 4 carbon atoms, methoxy, methylenedioxy, 
methanesulfonylaminomethyl, methoxycarbonyl, . . hydroxy, sulfanioyl, 
alkoxycarbonylamino, -NHCH2CO2H, methoxymethylcarbonylamino, 

alkoxycarbonylalkylainino, nitro, acetyl, fomiylamino, acetoxyamino, cyano, 
-OSO2CH3, -NHS02R^\ -N(S02R^')CH3, -N(S02R^\ -S(0)pR^^ NR^^R^ 
thiocarbamoyl, -C(=0)NHNH2, -C(=0)NHOH, -C(=O)NH0CH3, carboxyl, NHBoc. 
-NHC(=0)SCH3, guanidine; R^^ and R^^ are independently hydrogen, methoxy or 
hydroxy; and p, R^-, R^^ and R^"* have the same meanings as defined in R^); 
or hydroxyphenylallcyl or (methanesulfonylaminophenyl)allcyl} ; and 
R^ represents hydrogen, methyl, isopropyl, isobutyl, cyclohexyl, benzyl, 
phenethyl or bisphenylmethyl; or phenylalkyl substituted with t-butyl, halogen or 
methanesulfonylamino. 

Preferable examples of the compounds of formula (I) according to the present 

15 • . 
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invention are as follows: 

l"(4-t-butylbenzyl)-3-[2-(l-methyl-lH-pyn:ol-2-^^^ 

l-(4-t-butylben2yl)-3-(4-amino-2,5-difluoroben2yl)thiourea; 

l-(4-t-butylben2yl)-3-(4-sulfamoylbenzyl)thiourea; 

1 -(4-t-butylbenzyl)-3-(3-fluoro-4-methanesulfonylaininobenzyl)tbioi^^ 

l^phenethyl-3-(3-fluoro4-methanesulfonylaminoben2yl)t^ 

l-(4-t-butylbeiizyl)-3-(3-chloro-4-methanesulfonylaminobenzyl^^^ 

l-(4-t-butyIbenzyl)-3-(3-methoxycarboxyl-4-methauesulfonylaminobenzyl)thi^ 

urea; 

l-(4-t-butylbenzyl)-3-(3-carboxyl-4-niethanesulfonylamiiiobenzyl)tUo^^ 
1 K4-t-butylbenzyl)-3-((3-N-hydroxyaininocarbonyl-4-methanesulfonylaTm^^ 
en2yl)thiourea; 

l-(4-t-butylben2yl)-3-(3-methoxycarboxylben2yl)thiourea; 
l-(4-t-butylbenzyl)-3-(3-carboxylbenzyl)thiourea; 

l-(4-t-butylbenzyl)0-(2,3,5,6-tetrafluoro-4-methanesulfonylaminobenzyl)tl^ 

rea; 

l-(4-t-butylben2yl)-3-(2,5-difluoro-4-methanesulfcnylan^ 

l-(4-t-butylbenzyl)-3-[(3-raethanesulfonylamiiio-6-pyridinyl)m^ 

l-(4-t-bu1ylbenzyl)-3-(2,6-dicliloro-5-methanesulfonylaniinobeii2yl)t^^^ 



16 
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l-(4-t-butylbenzyl)-3-(4-me&anesulfonylaminophenethyl)thiourea; 
1 -(4-t-butylbeiazyl)-3-(4-methanesulfoiiylaminoben2^ 
l-(4-t-butylben2yI)-3-[2,6-difluoro-3-(N-methmiesulfonylainm 

^ fA 1. -i\ /XT ii ix» .1 I M .nil.: 

l-(44-butyl-2-methoxybenzyl)-3-(4-niethanesulfo^ 
l-(4-t-bu1yl"2-ethoxybenzyl)-3-(4-methanesulfonylan^ 
l-(4-t-butyl-2-propoxybeii2yl)0-(4-methanesulfonylanim 
l-(4-t-butyI-2-butox3/benzyl)-3-(4-methanesulfonyIaminobe^ 
1 -(4-t-butyl-2-isopropoxybenzyl)-3-(4-methanesulfonylaininoben^ 
1 -(4-t-butyl-2-isobutoxybenzyl)-3-(4-methanesiilfonylamin^ 
l-(4-t-butyl-2-neopentoxybenzyl)-3-(4-methanesiUfonylain^ 
l-(4-t.butyl-2-methoxymethoxybeiizyl)-3-(4-methanesutf^ 

urea; 

l-(44-butyl-2'methoxyetlioxybenzyl)-3-(4-methanesulfonylaminoben2yl)t^ 

ea; 

l-(4-t-bulyl-2-benzyloxybeii2yl)-3-(4-methanesulfo 
l-(2-acetoxymethyl-4-t-butylbenzyl)-3-(4-methanesulfonyh 
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l-(4-t-butylben2yl)-3 -[2-(4-methylthiazol-5-yl)ethyl]thiourea; 

l-(4-t-butylben2yl)-3-((2-cUoro-5-pyridinyl)me^^ 

l-(44-butylbeiizyl)-3-(2-pyridin-2-ylethyl)thiourea; 
: l-(4-t-butylbenzyl)-3-(2,5-difluorobenzyl)thiourea; 
. l"(4-t-butylbenzyI)-3-(3-fluorophenetiiyl)thiourea; 

l-(4-t-butyIbenzyl)-3-(4-siUfatnoylphenethyl)th^ 

l-(4-t-butylbeii2yl)-3-(4-moipholinylethyl)tliiourea; ' 

l-(44-butylbenzyl)-3-[2-(lH4midazol-4-yl)ethyl]thioiu:ea; 
. l-(4+butylbenzyl)-3-[2-thiophen-2-ethyrithiourea; 

l-(4-t-butylbenzyl)-3<4-methanesulfonylamino4-methyl-lH^^ 

rea; 

. l-benzyl-l-(3-(4-hydimy-3-methoxyphenyl)propyl)-3-phenethyltMou^ 
l-(3-(4-hydroxy-3-methoxyphenyl)propyl)-l-phenethyl-3"phenethytt^^ 
1-bisphenylmethyl-l -(3-(4-hydroxy-3-me1iioxyphenyl)propyl)-3-phenethyl^ 
iirea; or s 

N"-cyano-N-(4-t-butylbenzyl)-N'-(4-methanesulfon 

More preferable examples of the compounds of formula (J) according to the 
present invention are follows: 

l^(4-t-butylbenzyl)-3-(3-fluoro-4-meflianesulfonylaininoben2yl)thioiu^^ 
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l-(4-t-butylbenzyl)-3-(3-chloro-4-methanesulfonylaminobenzyl)t^ 
l-(4-t-butylbenzyl)-3-(3-methoxycarboxyM-methanesidfonylam 



urea; 



l-(4-t-butylbeiizyl)0-(4-metlianesiilfonylamuiobenzyl)thioi^ or 



The compounds according to the present invention can chemically be 
synthesized by the following reaction schemes. However, these are given only for 
illusion of the invention and not intended to limit them. 



[SCHEME 1] 



RON 

1-1 1-2 



ether R^HN^-N- R 



1-5, Ri=PhCH2CH2-. R= 5-indolyl-. X=S ^ 

' . 1-6. R^^PhCHzCHa-. R= 5-lndolyl-. X=0 

Ri=4-t-BuPhCH2 R= 5-indoIyl-, X=S 

R^=4-t-BuPhCH2 R= 4-{methylsulfonyl)phenyl-, X=S' 
1-9, R^=4-t-BuPhCH2 R=N-methyI-2-pyrrolylmethyK X=S 

H2 R^NCS f, 

catalysl H 

''■3 1-'* i-lO.RW-t-BuPhCHa-. RM-amino-3,6-dlchlorophenyl- 

1.1 1 , Rl=4-t-BuPhCH2-, R'^ = pyrazinyl 
. . , 1-12. R^=4-t-BuPhCH2- R^^S-cyano-a-pyrazinyl- 
l-ia, R^=4-t-BuPhCH2-, R^=4-amino-2,5-difluorophenyI-. 

As depicted in the above Scheme 1, the nitrile compound 1-1 or 1-3 is reduced 
with lithium aluminium hydride or hydrogen to afford an amine 1-2 or 1-4, and then 
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suitable isotliiocyanate or isocyanate is reacted therewith to prepare thiourea or urea 
compound 1-5 1-13. 

[SCHEME 2] 



l^soci ^^SOaNHz Pd(Ph3)4,DMF ^^^SOgNHa . 

2-1 2-2 2-3 

Pd/CMeOH ^ ' iXsO.m, 

'^"^ 2-5, R^^PhCHgCHg-. X=S 

2-6. R^=PhCH2CH2-. X=0 
2-7. R^=4-t-BuPhCH2-, X=S 



As depicted in the above Scheme 2, pipsyl chloride is treated with ammonia 
solution to afford compound 2-2 and the nitrile compound 2-3 is obtained tlierefrom 
using palladium catalyst The compound 2-3 is subjected to catalytic reduction using 
10 palladium and concentrated hydrochloric acid to prepare amine compound 2-4, and 
compounds 2-5, 2-6 and 2-7 are synthesized therefrom according to the procedure as 
described in Scheme I. 



[SCHEMES] 
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F CH3SO2CI , Pyridine | 




F Zn(CN)2.Pd(PPh3)4 NCv^^^F 




CH2Cl2,r( 



^NHSOjMe DMF. 80°C ^^NHSOiMe 



3-1 



3-2 3-3 



Pd/C. H2 




R^NCX.DMF 




MeOH, conc-HCI 



CH2Cl2,Et3N 



■NHS02Me 



3-5,R^=4-t-BuPhCH2-, X=S 
3-6.R^=PhCH2CH2-. X=0 
3.7.R^=PhCH2CH2-. X^S 



As depicted in the above Scheme 3, 2-fluoro-4-iodo phenylamine compound 
3-1 is mesylated, and cyano group is introduced thereinto in the presence of palladium 
catalyst. And the compound 3-3 is reduced to afford primary amine compound 3-4. 
5 The obtained intermediate is reacted with isocyanate or isothiocyanate to synthesize 
compounds 3-5 ^ 3-7. And their derivatives such as compound 3-8 3-10 (Example 
16 ~ 18) and 4-6 4-13 (Example 24 31) are synthesized according to the similar 
procedure as flie synthetic method of the compounds 3-5 ~ 3-7. 



[SCHEME 4] 
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S S 

3-10 ^1 4-1 

S 

^ ^ X 

i) (C0CI)2, PhH >^''^5^>^K.^K 





Pyridine or THF . „ 

orsulfolane when R- = 0CH3: 4-2. r;-C(=0)NH0CH3 
R^ = OKHCI; 4-3,R^=-C(=0)NHOH 
R^=NH2 ; 4-4. R^= -C(=0)NHNH2 
R^^SOaNHj: 4-5.R^=-CN 



As depicted in tlie above Scheme 4, the compound 4-1 obtained according to 
the procedure as described in Example 19 is reacted with oxalyl chloride to give acid 
chloride, and then the acid chloride is subjected to various reaction to yield compounds 
4-2-4-5. 



[SCHEMES] 



MsCl H2 ^ ^ 

NC«Ar-NH2— NCAr-NHSOjCHs— HaNH^C^^HSOjCH, R'^^f} {|'^^ 




5-1 5-2 5-3 

Ra-Ar-NHSOaCHa 



5-4 R= 4-melhanesulfonylamlno-2,3,5,6-telrafluorophenyl- 

5-5 R= 4-methanesulfonylamino-2,5-difluorophenyl- 

5-6 R= 5-melhanesulfonylaminopyridIn-2-yl- 

S-7 R- 4-melhanesulfonylam]no-3,5-dichloroph8nyl- 

5-8 R= 4*m6lhanesulfony)dminophenyimeihyl- 

5-9 Rs2-methanssulfonylani!nophenyirnelhyt- 



As depicted in the above Scheme 5, amine compound 5-1 is mesylated and the 
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obtained compound 5-2 is hydrogenated to afford amine compoimd 5-3, and then 
4-t-butylbenzylisothiocyanate is reacted therewith to synthesize compoimd 5-4 - 5-9. 

rSCHEME6] 

■ 0 ■ 

6-1 




S 

A, 



40'C.1h . N bWie CH2CI2.EI3N "^l 6-5 H 



As depicted in the above Scheme 6, the amine group of 
4-nitrobenzylamine hydrochloride compound 6-1 is protected. Nitro group thereof is 
reduced to give amino group and dien methylclilorothiol formate is reacted therewith to 
prepare compound 6-3, followed by reacting 4-t-butylbenzylisothiocyanate therewith to 
obtain compound 6-5. 

[SCHEME 7] 
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As depicted in the above Scheme 7, guanidine group and cyano group are 
introduced into 4-iodoaniline 7-1 to prepare compound 7-3, and the compound 7-3 is 
reduced in the presence of palldium catalyst to give amine compound 7-4. The 
compound 7-4 is reacted with 4-t-butylbenzylisothiocyanate, followed by deprotection 
to synthesize compound 7-6. 



[SCHEME 8] 




8-4 
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As depicted in the above Scheme 8, 4-aminobenzyIainine is selectively 
protected with t-butoxycarbonyl group (Boc) to prepare compound 8-1 and 
methanesulfonyl cMoride is reacted with NH2 group thereof to yield compound 8-2. 
Boc group is removed therefrom in acidic condition, and then 

2-r 1 -m ftth vU 1 TT-n vn-nl-O -v1 V.tVi v1 1 cnr\/cin off* 1 c rt^onftxA tVi AratTM-fVi ^n^AalA ^ «*v»,* J o a 



[SCHEME 9] 




NCS 



(TT^NHj ... 

R^D^A^ S 




NR°R^ 



9 

9a H H 

9b H COCHj 

9c SO2CH3 SO2CH3 

Sd H SO2CH3 

9e , H SO2CF3 

9f H CHO 

9g H CSNH2 

9h H CO2CH2CH3 



Compounds 9a ~ 9h are synthesized by reacting 4-t-butylben2ylisothiocyanate 
with corresponding benzylamine derivatives, respectively. 

[SCHEME 10] 
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2)NH20l+HCI.pyr,MeOH O^T^ 2)Ba20. 




OTBDPS OTBDPS 



'NHBoc 



10-3 



10-2 




As depicted in the above Scheme 10, hydroxy group of 



2-hydroxy-4-nitroben2aldehyde is protected with TBDPS, and then oxime 10-1 is 
prq)ared therefirom. The compound 10-1 is reduced with hydrogen in the presence of 
5 palladium catalyst and protected with Boc group to afford compounds 10-2 and 10-3. 
The compond 10-2 is reacted with t-butylbenzylisothiocyanate, and then TBDPS is 
removed therefrom to synthesize compound 10-4. Two protecting groups of 
compound 10-3 are removed using trifluoroacetic acid and the deprotected compound is 
protected with Boc group in the presence of triethylamine to synthesize compound 10-5. 
10 TBDPS and Boc group are removed from the compound 10-5 and 
t-butylbenzylisothiocyanate is reacted therewith in the presence of triethylamine to give 
compound 10-6. 



[SCHEME 11] 
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X CN 1 DMsCUEA . F S 

2)TEA.THF;B0C2O 3)T£A,ElOAc. 

11-1 ^ 11-2 



NH, ^^^^ 



s _ I 



As depicted in the above Scheme 1 1, 2,6-difluoro-3-nitrobenzonitrile is reduced 
and then proteced with Boc group to prepare compound 1 1-1 . The ammo group of the 
compound 11-1 is mesylated, and after rempvmg of the Boc group therefrom, the 
mesylated compound is reacted with 4-t-butylbenzylisothiocyanate to give compound 
11-2. 



[SCHEME 12] 



iPy^"^ 1) NH2OHHCI, pyridine, MeOH^ [['''''V^ 1) B0C2O. THF rpv^NHBoc 
r Rp NH2 dF 



12-1 12-2 



s 

2)TEA.EtOAc. YV"NCS Q^H hY 

. R^=HorF 

R®=NHMs or NMS2 



As dqpicted in the above Scheme 12, the carbonyl group of nitrobenzaldehyde 
is converted into oxime group, and the oxime group and nitro group are reduced with 
hydrogen in the presence of Pd/C catalyst to prepare amine compound 12-1, The 
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amine compound 12-1 is selectively protected and mesylated to afford compound 12-2. 
Boc group is removed j&-om compound 12-2, and, in the presence of triethylamine, 
t-butylbenzylisothiocyanate compound is reacted therewith to synthesize compound 
12-3a-12-3g. 

[SCHEME 131 

13-1 13.2' 134' '^^-'^'^ ' 



TfjO 




As depicted in the above Scheme 13, 4-t-butyl-2-hydroxybenzonitrile 13-1 as a 
starting material is 0-alkylated and reduced to prepare amine compound 13-3, 
4-Metlianesulfonaminobenzylisothiocyanate is reacted therewith to yield tliiourea 
compound 13-4a - 13-4k. And compound 13-1 is reacted with 0-triflate, and 
subsequently with carbon monoxide in the presence of palladium acetate catalyst to 
yield ester 13-6. The ester 13-6 is reduced, and tlien reacted with 

28 



wo 02/16318 



PCT/KR01/I)14()7 



4-methanesulfonaminobeiizylisothiocyanate to prepare alcohol compound 13-8. The 
prepared compound 13-8 is sbjected to condensation reaction with acid to yield the 
corresponding thiourea compound 13-9a and 13-9b. 



iSCnnlvuci I4j 



H2NNH2H2O I H H 




RCH2OH ^ RCHzNPW " RCH2NH2 

^ 14.1,14^ 14.2 14-5 14-3R = 4-melhyUhiophenyK 

RCH2CI or or 14-eR = 4-melhyIthla2ol-5-melhyI- 

14-7 / \ 14.8 

' \ *f-o 14-9 R = 6-cWoro-3-pyridinyl- 



iNPht 

6 



As depicted in the above Scheme 14, respective compoxmds 14-1 and 14-4 are 

obtained from 4-(methylthio)benzylalcohol and 4-methyIthia2ol-5-etlianol, respectively, 

under Mitsunobu condition, or obtained by introducing mesyl group into 

4-(methylthio)benzylalcohol and 4-methylthia2ol-5-ethanol, respectively, followed by 

reacting potassium phthalunide therewith. Phthalimide group is removed from 

compounds 14-1 and 14-4 with hydrazine to give amine compounds 14-2 and 14-5, 

respectively. The obtained amine compounds 14-2 and 14-5 are separately reacted 

witli one equivalent of 4-t-butylbenzylisothiocyanate to the objective thioiu-ea 

compounds 14-3 and 14-6, respectively. 2-Chloro-5-chloromethylpyridine is reacted 
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with potassium phthalimide to yield compound 14-7, and then compoimd 14-9 is 
synthesized according to the same prpcedui-e as the synthetic metliod of the compounds 
14-3 and 14-6. 



[SCHEME 15] 




Thiomoipholine is reacted with 2-(bromoethyl)phthalmiide in tlie presence of 
base to yield compound lS-1, Phthaloyl group of the compomid 15-1 is treated with 
hydrazine to prepare amine compound 15-2 and 4-t-butylbenzylisothiocyanate is reacted 
therewith to afford the objective compound 15-3. 



[SCHEME 16] 
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R^NCS 
B 




A 



R^ = fiiranylmethyl, 2-p)Tidinyl, 2-thiophenemethyl, 2-thiophenethyl, 

2-pyridinylmethyl, 3-pyridinylmethyl, 4-pyridinylTnethyl, 2-pyridinylethyl, 
2-fluorobeiizyl, 3-fluorobenzyl, 4-fluorobenzyl, 

3,4-difluorobenzyl, 3,5-difluoroben2yl, 2,5-difluorobenzyl, 2,4-difluorobenzyl, 
2,6-difluoroben2yl, 2,3,4-trifluoroben2yl, 2,3,6-trifluorobeiizyl, 
2-fluorophenethyl, 3-fluorophenethyl, 4-fluorophenethyl, 3,4-difluorophenethyl, 
4-Tnethoxyphenethyl, 3-methoxyphenethyl, 2-methoxyphenethyl, 
3,4-diTnethoxyphenethyl, 3 A5-trimethoxyben2yl,4-aniinosulfbnylphenethyl, 
3,4-dihydroxyphenethyl, 3,4-methylenedioxyphenyl, 

4- 7norpholino-,4-morpholinoethyl, 4-morpholmopropyi, 

1 -piperidineethyl, l/Z-imidazolyM-ethyl, li7-mdoIyl-3-ethyI,ben2irradazoI-^^ 

5- nitro-pyridin-2-ylanTinoethyl, l/f-imidazolyl- 1 -propyl, 
1 -methyIpyrrolidin-2-ylethyl 

(2-hydroxy- 1 -Tnethyl-2-phenyl)ethyl 

R^ = 4-t-butylbenzyl, phenethyl,4-niethoxybenzyl 

As depicted in the above Scheme 16, compouud A and isothiocyanate 
compound B of die above fonnula are reacted with each other in the presence of 
suitable solvent (dichloromethane, acetonitrile, ethylacetate, dimethylformamide) using 
suitable condition (triethylamine) to yield thiourea compound C (Example 76 - 122). 



[SCHEME 17] 



31 



wo 02/16318 



PCT/KROl/01407 



vAv^CHO NH2OH.HCI Pd/CorN88H4 1^ R^NCS I f 

17-1, RJ=H.R^=4+BuPhCHr 
17-2 . R'aCHj. R'e4.l-BuPhCH2- 
17-3.R^CH3,R^=PhCH2CHr 

As depicted in the above Scheme 17, pyiTolecarboxaldehyde and 
5-nitro-2-tliiophenaldehyde are respectively converted to oximes, and tlie oximes are 
reduced to prepare primary amine hydrochloride. The prepared interaiediates are 
reacted with isoHiiocyanates to give compounds 17-1 ^ 17-4, respectively. 

[SCHEME 181 




As depicted in the above Scheme 18, eayI-2-methyl nicotinate 18-1 is reduced 
to prepare alcohol, and then amine is introduced theremto. The prepared intennediate 
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is reacted with 4-t-'butylbeiizylisothiocyanate to yield compound 18-5. 
[SCHEME 19] 

H H 

^s^^N MeuH Cn2Ci2 ^ N 

H H H 

19-1. R'=PhCH2CH2- 
19-2. R^a4-t-BuPhCH2- 

As depicted in flie above Scheme 19, S-nitro-lH-indazole is reduced to prepare 
amine, and then isothiocyanate is reacted therewith to afford compounds 19-1 and 19-2. 



[SCHEME 20] 




As d^icted in the above Scheme 20, 2-fluorO'4-hydroxyben2onitrile is reduced 
with sodium borohydride in the presence of nickel catalyst, and proctected with Boc 
group to prepare protected amine compounds 20-1 a and 20-lb. Phenol gi'oup of 
compound 20-1 a is mesylated, and Boc group is removed therefrom, followed by 
reacting with t-butylbenzylisothiocyanate to give compound 20r2a, And compound 
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20-2b is obtained from compound 20-lb, according to the similar procedure as the 
synthetic method of compound 20-2a. 



[SCHEME 21] 




As depicted in the above Scheme 21, 2-aniinopicoline is reacted with pivaloyl 
chloride to yield compound 21-1. Tlie compound 21-1 is brominated with NBS to 
prepare compound 21-2 and potassium phthalimide is reacted therewith to obtain 
compound 21-3 protected with phthaloyl group. Pivaloyl group is removed from 
compound 21-3 in the presence of "^concentrated sulfiiric acid, and 
methanesulfonylchloride is reacted therewith to prepare compound. 21-5. The prepared 
compound 21-5 ' is treated with hydrazme and reacted with 
4-t-butylbenzylisothiocyanate to yield compound 21-7. 
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[SCHEME 22] 




r r Ncs 



HNO3 ^^\^ Borane . rV^ I P2N. 



NHjOhUia 
NMP 



-.,4 22-2 
22-1 . 



HjCOiSHN^ 

" -CN 



rVcN J!!^^YVcH i^:^ "^YVcN 



W E.OAC 



H2, 10%P(«} 
MeOH 



22^ \ 22.B 



Nitro group is selectivlely introduced into pyrrolecarboxaldehyde under nitoic 
acid/acetic anhydride condition and the compound 22-1 was reduced with borane to 
prepare alcohol 22-2. The prepai'ed compound 22-2 is reacted with 
4-t-butylbenzylisothiocyanate in the presence of sodium hydride to yield compound 
22-3, And pyrrolecarboxaldehyde is reacted with hydroxylamine hydrochloride in the 
presence of l-methyl-2-pyrrolidmone (NMP) as a solvent to produce nitrile compound 
22-4 and nitro goup is introduced thereinto undCT the similar condition as above. The 
nitro goup is reduced and mesylated to give compound 22-7. The nitiile group of the 
compound 22-7 is reduced in the presence of palladium/carbon and 
4-t-butylben2ylisothiocyanate is reacted therewith to synthesize compound 22-9. 
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[SCHEME 23 J. 



SCI 




HCl f^NOi Msa 

laka 2J.2 



As depicted in the above Scheme 23, 4-mtrobenzylaiiune hydrochloride is 
converted to rnethanesiilfonyl derivatives 23-1. Mtio group of the compound 23-1 is 
reduced wifli tin (U) chloride and 4-t-butylbenzylisotliiocyanate is reacted therewith to 
give compound 23-2. 

[SCHEME 24] 



R^NCS 



S 



B T>K Jl 

R^R^NH ■ ► I , H 

R^ " 
E 



R 



1 



D 

R*^R^^= 4-Benzyl-piperazme 

4-Pyridiii-2-yl-piperazine 
4-Pyrimidm-2-yl-piperazine 
1 ,2,3,4-tetrahydroisoqumolme 
4-Pyrazolecarboxylic acid 



r'= 4-t-butylbenzyl, phenethyl 
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As depicted in the above Scheme 24, amine compound D is reacted with 
isothiocyanate compound B in suitiable solvent to yield thioui'ea compound E (Example 
136-- 141). 



HO 




(PY^cho 



R^NH2.PcJyC, H2 



PhCH2CH2NCS 




^ R' 



ip H 



(m = 1 - 3) 



25-1-25.26 

R^,R'^ = H. oh. OCH3 

RPs CH2Ph,CH2CH2Ph,CH2CH2CH2Ph, 

CH2(CH2)2CH2Ph, n-octyl, Isopropyl, isobutyl, 
cydohexyl. H, CH3, CH(Ph)2, CH2Ph{4-lBu) 



As depicted in the above Scheme 25, benzaldehyde, phenylacetaldehyde and 
cinnamaldehyde derivatives are subjected to reductive amination with allcylamine to 
prepare the corresponding sencondary amines, respectively, and 
phenethylisothiocyanates are reacted therewith to obtain compounds 25-1 - 25-26 
(Example 142 - 167, respectively). 



[SCHEME 261 
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As depicted in the above Scheme 26, 2-fluoro-4-iodo 
methanesulfonylben2ylamine 3-2 is subjected to cross coupling using palladium to 
prepare compound 26-1 and the compound 26-1 is hydrogenated in the presence of 
palladium/carbon to give compound 26-2. The compound 26-2 is reacted witli 
4-t-butylbenzylamine to sythesize amide compound 26-3, 



[SCHEME 27] 




4-t-butylbenzoylchloride is reacted with 

3-fluoro-4-methanesulfonylamiiiobenzyIamine hydrochloride (3-4) to yield amide 
compound 27, 
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[SCHEME 28] 





. NHSO2CH3 . TBAI, DMF ■ NHSO2CH3 

3-4 



As depicted in the above Scheme 28, 3-fluoro-4-methanesulfonylaimnobenzyl 
amine hydrochloride 3-4 is reacted with 4-t-butylbeiizyl bromide and carbon disulfide in 
the presence of cesimn carbonate to yield compound 28. 

[SCHEME 29] 



29 



As depicted in the above Scheme 29, 4-t-butylbenzylamine is reacted with 
triphosgene to prepare isocyanate, and 3-fluorophenethylamine is reacted therewith to 
afford compound 29. 

[SCHEME 301 
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As depicted in the above Scheme 30, 2-fliiorobenzoyl chloride is reacted 
successively with KSCN and 4-t-butylbenzylamine to obtain final compound 30. 

[SCHEME 31] 



NCN NCN NCN 

rqA^q ^^^A^q H^mz ...^v^N-^N-R' 



31-1 r2 = 2-Pyridinylethyl 
31-2 » 3-Fluoropheneihyl 
31-3 R'e 3,4-Difluoropheneihyl 
3M » 2-FhJorobenzyl 
31-5 = 2,3,4-Trifluorobenzyl 
X PbNCN 31-6R*=s4-Me!hane5Ulfonylaminobenzyl- 



EtOAc . M 

31-7, R = 2,6-difluoro-3-melhanesulfcinylamlnophenyK 
31-8, R ~ 2-f(uoro-5-m8thane5UlfonytaiTiinophenyl- 
31-9, R =* R a 1-methyl-1H-pyfrol-2-ylrnemyl- 



As depicted in the above Scheme 31, cyanoguanidine compounds are 
syntiiesized by two methods. As one nietliod, 4-t-butylbenzylamine is reacted with 
dimethyl N-cyanodithipiminocarbonate or diphenyl cyanocarbonimidate, and then 
amine is reacted therewith to yield final compounds 31-1 ~ 31-6 (Example 173 - 178). 
And thiourea compound is reacted with lead cyanamide to give compounds 31-7 ~ 31-9 
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(Example 179 --181). 



[SCHEME 32] 



rR-JS^VS ^)NH20"HCi. pyridine. MbOH ^ rt^v\ 



2) NICfeHaO. NaBHi, MeOH 



32.1,R''=8-OMe,R^=H 
3Z.5,R'^7-OMfl, R^=H 



NCS 



S 

HN N' 



32.2.R'*s6.0Me,R^=H,R^»CI 
32^.R"»6-OMe,R^H,R^=CI 
82.e,R''a7.0M».R®eH,R^«CI 
32.7, R^sS-OMfl, R*»H, R^=|.Bu 
324, R'^sa-OMo. R^sH, R^st-Bu 
32-9, R'^r-OMo, rS=H, R'=t-Bu 
32-10, R'*=8.0Mfl, R^«7^Me, R'^st-Bu 
32-11, R^-S-OH, r5=H, R^=l.Bu 
32-12, R''«7.0H, R^«H, R^«CI 



As depicted in the above Scheme 32, tetralone is converted to oxime and the 
oxime is reduced with nickel catalyst and sodium borohydride to prepare amine 
compounds 32-1, 32-3 and 32-5. These compounds are reacted with vaiious 
benzyhsothiocyanates to give compounds 32-2, 32-4 and 32-6 32-10. And methoxy 
10 group of compounds 32-3 and 32-5 are treated with hydrobromic acid to foim hydroxy 
group and the resulting compound are reacted with various benzyhsothiocyanates in the 
presence of triethylamine to yield compounds 32-11 and 32-12, 



[SCHEME 33] 



41 



wo 02/16318 



PCT/KR01/01407 




As depicted in the above Scheme 33, 2-ammo-3-fonnylchromone 33-1 or 
3,5-dmiefliylpyrazole-l-methaiiol 33-3 is, repectively, reacted with 
4-t-butylbenzylisothiocyanate in the presence of base to give compounds 33-2 or 33-4. 



[SCHEME 341 




As depicted in the above Scheme 34, 4-t-butylbenzaldeliyde is reacted with 
phosphonate to prepare compound 34-2, and the compound 34-2 is reduced and 
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hydrolyzed to give 4-t-butyUiydrociimamic aicd 34-4. The obtained compound is 
reacted with compoimd 3-4 which is prepared according to the procedure as described 
in Example 13, to synthesize final compound 34-5. 



8 

HjN^ NaH '^'N'S'^ 

8.1 35-1 ' 35-2 



ITY'^ fV^'^ 1)8H,THF rrV"N^N-Y^ 

NO2 NO2 >^ 1^02 ^ 

35.3 35-4 35.5 



As depicted in the above Scheme 35, 
N-t-butyloxycarbonyl-p-aminobenzylamine 8-1 is reacted with sulfamoyl chloride in 
basic condition to prepare compound 35-1. The prepared compound 35-1 is 

10 deprotected with trifluoroacetic acid to afford amine, and 4-t-butylbenzylisotliiocyanate 
is subjected to condensation reaction therewith to yield thiourea compounds 35-2;i, 
35-2b and 35-2c. 3-Nitro-4-aminobenzonitrile is mesylated to give compound 35-4, 
and then nitrile group of the compound 35-4 is reduced with bprane to afford amine. 
4-t-Butylbenzylisothiocyanate is subjected to condensation reaction therewith to 

15 synthesize tliiourea compound 35-5. 
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[SCHEME 361 



H2 I 

Pd/C j 



CH3NH2 
H2. Pd/C 



Pd/C . 

NH: 




HaCO^HN-^ , H3C0,SHN-^ 36-3 




R^NCS 

CH; 



H3CO2SHN 

36-6 



NHR' 

JL^ ij H 
HsCOzSHN^ 

36-4 R^= 4-t-BuPhCH2- 
36-5 R^sPhCHjCHs- 



As depicted in the above Scheme 36, oxime 36-2, prepared from 
4-aminoacetophenone as a starting material, is reduced to yield compound 36-3. 
Isothiocyanates are reacted therewith to give compounds 36-4 and 36-5. And 
compound 36-1 is reduced with methylamine to afford benzylamine derivatives, and 
4-t-butyIben2ylisothiocyanate is reacted therewith to synthesize compound 36-6. 

The compound of formula (I) according to tlie present mvention can be 
provided as a pharmaceutical composition contauiing pharmaceutically acceptable 
carriers, adjuvants, or diluents. For instance, the compoimds of the present invention 
can be dissolved in oils, propylene glycol or other solvents wliich are commonly used to 
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produce an injection. Suitable examples of the carriers include physiological saline, 
polyethylene glycol, ethanol, vegetable oils, isopropyl myristate, etc., but are not limited 
to them. For topical administration, tlae compounds of tlie present invention can be 
fomiulated in the form of ointment or cream. 

5 The pharmaceutical composition containing the compound of the present 

invention as an active ingredient can be used for preventing or treating pain, acute pain, 
chronic pain, neuropatiiic pain, post-operative pain, migraine, arthralgia, neuropathies, 
nerve injury, diabetic neuropathy, neurodegeneration, nem*otic sldn disorder, stroke, 
urinary bladder hypersensitiveness, irritable bowel syndrome, a respiratory disorder 
10 such as asthma or chronic obstructive pulmonary disease, irritation of skin, eye or 
mucous membrane, fervescence, stomach-duodenal ulcer, inflammatory bowel disease 
and inflammatory diseases. 



Hereinafter, the fonnulating methods and kinds of excipients will be described, 
15 but the present invention is not limited to them. 

The compound according to the present invention may also be used in the forms 
of pharmaceutically acceptable salts thereof for example, alkali metals salts such as 
sodium salts, potassium salts and the like; alkali earth metals salts such as calcium salts, 
magnesium salts and the like; amines such as triethanolamine or ammonium salts, and 
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may be used either alone or in combination or in admixture with other phaniiaceutically 
active compounds. . 

The compounds of tlie present uivention may be formulated into injections by 
dissolving, suspending or emulsifying in water-soluble solvent such as saline and 5% 
dextrose, or m water-insoluble solvents such as vegetable oils, synthetic fatty acid 
glyceride, higher fatty acid esters and propylene glycol. The foimulations of the 
invention may include any of conventional additives such as dissolving agents, isotonic 
agents, suspendmg agents, emulsifiers, stabilizers and preservatives. 

The preferable dose level of the compounds according to the present invention 
depends upon a variety of factors mcludmg the condition and body weight of the patient, 
severity of tlie particular disease, dosage form, and route and period of administration, 
but may appropriately be chosen by those skilled in the art. The compounds of the 
present invention are preferably administered m an amount ranging from 0.001 to 100 
mg/kg of body weight per day, and more preferably from 0.01 to 30 mg/kg of body 
weight per day. Doses may be administered once a day, or several times a day with 
each divided portions. The compounds of the present invention are used in a 
pharmaceutical composition in an amount of 0.0001 10% by weight, and preferably 
0.001 ^ 1% by weight, based on the total amount of the composition. 

The phanaiaceutical composition of the present invention can be administered 
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to a mammalian subject such as rat, mouse, domestic animals, human being and the like 
via various routes. The methods of administration which may easily be expected 
include oral and rectal administration; intravenous, intramuscular, subcutaneous, 
intrauterine, duramatral and intracerebroventricular injections. 

Best Mode for Carrying Out the Invention 

The present invention is more specifically explained by the following examples. 
However, it should be understood that the present invention is not limited to these 
examples in any manner. 

Example 1: Synthesis of l-(lH-indoi-5-ylmethyl)"3-phenethyltbiourea (1-5) 




Step 1: synthesis of (lH-indol-5-yl)methylamine 

To an ice cold suspension of aluminiiun chloride (126mg) in ether (1 .5 ml) was 

added a suspension of hthium aluminium hydride (55 mg) in ether (1.5 ml), followed by 

stirring for 5 min. A solution of 5-cyanoindole (103 mg) in ether (5 ml) was added 

dropwise thereto. The mixture was stirred at room temperature for 6 hours, followed 
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by adding aqueous Rochel solution tliereto and then stirring for 5 hours. The resultmg 
mixture was basified with IM aqueous sodium hydroxide solution, extracted twice with 
ethyl acetate (50 ml), washed with saturated aqueous sodium chlroride solution, dried 
over magnesium sulfate and then filtered to yield (lH-indol-5-yl)methylamme (93 mg, 
5 88%). 

NMR(300MHz, CD3OD) : 5 7.46(d, IH, /=1.0Hz), 7.29(d, IH, /=S.3H2), 

7.14(d, IH, /=3.2Hz), 7.02(dd, IH, J=1.7, 8.3Hz), 6.34(dd, IH, 7=0.7, 3.2Hz), 3.89(s, 
2H) 

10 Step 2: synthesis of l-(lH-indol-5-ylmethyl)-3-phenethyltliiourea (1-5) 

(lH-indol-5-yl)methylamine (8.5 mg) prepared in Step 1 was dissolved in 
dimethylformamide (1 00 {d) and the solution was diluted witli dichloromethane (1 ml). 
To the diluted solution was added phenethylisothiocyanate (40 fii) and the mixtiwe was 
stilted at room temperature for 2 hours. The resulting mixture was concentrated under 
15 reduced pressure and the obtained residue was chromatographed on a siUca gel coliram 
eluting with ethyl acetate/hexane (2/3) to yield 
l-(lH-indol-5-yhnetliyl)-3-phenethylthiourea (15 mg, 83 %). 

^H NMR(300MH2, CDCI3) : 6 8.17(s, IH), 7,53(s, IH), 7.28(d, IH, y=8.3Hz), 

7.11-7.19(m, 5H), 6.98^7.04(m. 2H), 6.46(t, IH, >2.2Hz), 6.03(s, IH), 5.59(s, IH), 
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4.44(s, 2H), 3.66(m, 2H), 2.77(t, 2H, 7=6.8Hz) 



Example 2: Synthesis of l-(lH-indol-5-yIinethyr)-3-phenethylurea (1-6) 




(lH-indol-5-yl)methylamine (12.5 mg) was reacted with phenethylisocyanate 
(30 id) according to the siniihir procedure as described in step 2 of Example 1, to give 
l-(lH-indol-5-yhnethyl>3-phenethylurea (1-6) (19 mg, 76 %). 

^HNMR(300MHz, CDCls) : 6 8.16(s, IH), 7.44(s, IH), 7.27(d, IH, /-8.3Hz), 

7.02-7.21(m, 7H), 6.43-6.45(m, IH), 4.48(t, IH), 4.31(d, 2H, /=5.6Hz), 4.22(m, IH), 
3.37(q, 2H, ^.8Hz), 2.71(t, 2H, >6.8Hz) 

Example 3: Synthesis of l-(4.t-butylbenzyl)-3-(lH-indol-5-yImethyl)thiourea (1-7) 



S 




Step 1: synthesis of 4-t-butylbenzylisothiocyanate 
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Di-2-pyiidyl thionocarbonate (45 mg) was dissolved in methylenechloride (2 
ml) and to the solution were added 4-t-butylben2ylamine (29 mg) and triethylamine (20 
M), followed by stilling at room temperature for 2 hours. The reaction solution was 
concentrated under reduced pressure and the obtained residue was chromatogr^hed on 
a silica gel column eluting with ethyl acetate/hexane (1/10) to yield 
4-t-butylbeiizylisothiocyaiiate (26 mg, 71 %). 

NMR(300MHz, CDCI3) : 6 7.39(d, 2H, /=8.5Hz), 7.23(d, .2H, >8.3Hz), 
4.65(s,2H), 1.30(s,9H) 

Step 2: Synthesis of l'(4-t-butylbenzyl)-3-(lH'indol-5-yhnethyl)thiourea (1-7) 
(lH-indol-5-yl)methylamine (15 mg) was reacted with 
4-t-butylbenzylisothiocyanate (20 mg) according to the similar procedure as described 
in Step 2 of Example 1, to synthesize 
l-(4"t-buylbenzyl)-3-(lH-indol-5-yhiietliyl)thiourea (1-7) (21 mg, 70 %). 

NMR(300MHz, CDCI3) : 5 8.33(s, IH), 7.48(s, IH), 7.19-733(m, 4H), 

7.03-7.10(m, 4H), 6.47(t, IH). 6.18(s, IH), 6.06(s, IH), 4.58(d, 2H. J=13H2), 1.26(s. 
9H) 

Example 4: Synthesis of l-(4-t-butylbenzyl)-3-(4-methanesuIfonylbenzyl)thiourea 
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(1-8) 



H3CO2S' 




Lithium aluminum hydride (0.38 g) was dissolved in anhydrous ether (20 ml). 
5 The solution was cooled to 0**C and 4-(methylsulfonyl)benzonitiile (1.81 g) was 
slowly added dropwise thereto. The mixture was stirred for 3 hours while allowed 
to slowly wann up to room temperature , and the reaction was quenched with 20% 
aqueous sodium hydi'oxide solution and water. The water layer was washed with 
ether, and then the ether layer was mixed witii the organic layer. The combined 
10 organic layer was dried over anhydrous magnesium sulfate and concentrated. The 
residue was purified by colunm-chromatography (acetone) to yield a liquid (0.3 g). 

The obtained liquid was dissolved in dichloromethane (10 ml) and 
4-t-butylb^ylisothiocyanate (0.33 g) was added thereto, followed by sthring at 
room temperatui-e for 19 hours. The reaction mixture was concentrated and then 
15 purified by column-chromatography (hexane/ethyl acetate = 1/1) to yield compound 
1-8 (0.02 g) as a white soUd. 

m4R(300MHz. CDCI3) : 6 7.85-7.Sl(m, 2H), 7.41-7.30(m, 4H), 
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727^723(m, 2H), 6,25(brs, IH), 6.05(brs, IH), 4.88(d, 2H, J= 6Hz), 4.60-4.55(m,.2H), 
3.01(s,3H),l,31(s,-9H) • 

Example 5: Synthesis of 

5 l-(4-t-butylben2yl)-3-[2-(l-mcthyl-lH-pyrroI-2-yl)ethyl]t^^ 




Step 1: Synthesis of (l-methyl-lH-pyrrol-2-yl)ethylainine 

1 -metliyl-2-pyiroleacetonitrile (2 g) was slowly added dropwise to a suspension 
of lithium aluminium hydride (695 mg) in ether (100 ml) while the temperatiure was 
adjusted to -78^C. The miture was stirred for 1 hour, and then stirred for 3 hours at 
room temperature. After confinning the completion of the reaction using TLC, 15 % 
aqueous sodium hydroxide solution (10 ml) and water (20 ml) were added dropwise and 
the resulting mixture was stirred for 1 hour. Hie reaction mixture was extracted three 
times with ether. The organic layer was washed with saturated aqueous sodimn 
chloride solution and concentrated under reduced pressure to yield amme compound. 
The amine compound, which was not purified, was used in the following reaction. 
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Step 2: Synthesis of 

l.(44-butylbenzyl)-342-(l-methyl4H-pyn-ol-2-yl)ethyl]^^^^ (1-9) 

. Amine (250 nig) prepared in Stejp 1 and 4-t-butylben2ylisothiocyanate (420 mg) 
were dissolved in ethyl acetate (20 ml) and the solution was stin-ed at room 
5 temperature for 12 hours. - The resiiltiiig mixture was concentrated under reduced 
pressure to remove the solvent and the residue was purified by 
column-chromatography (ethyl acetate/hexane = 1/3) to yield compound 1-9 (498 mg, 
75 %) as a liquid. 

NMR (300MHz, CDCI3) 6 7.37(d, 2H), 7.19(d, 2H), 6.54(ni, IH), 6.01(m, 
10 IH), 5.83(s, IH), 4.46(brs, 2H), 3.72(brs, 2H), 2.841(t, 2H, J=6.9Hz), L31(s, 9H) 

Example 6: Synthesis of 

l-(4-amino-3,5-dichlorobenzyl)-3-(4-t-bu<ylbenzyl)thiourea(l-10) 



S 




4-anmio-3,5-dichlorobenzonitrile (260 mg) was dissolved in methanol (20 ml) 
and a small amount of concentrated hydrochloric acid and 5 % palladium/carbon 
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catalyst was added thereto. After the mixture was stirred for 15 hours, the reaction 
mixture was filtered through celite and concent'ated. The obtained mixture was 
dissolved in dichloromethane (10 ml), and 4-t-butylbenzylisotliiocyanate (200 mg) 
and triethylamine (2 ml) was added tliereto, followed by stirring at room temperature 
for 15 hours. The resulting mixture was extracted with water and dichlorometliane, 
and the residue was purified by column-chromatography (hexane/ethyl acetate = 1/1) 
to yield compound l-lO (72 mg, 13 %)^ as a liquid. 

NMR (300MHz, CDCI3) 6 7.40.7.00(m, 6H), 5.92(brs, 2H), 4.58(m. 2H), 
4.45(m, 2H), 3.71(brs, 2H), 131(s, 911) 

Example 7: Synthesis of l-(4-t-butylbenzyl).3.(pyrazin-2-yl-inethyl)thiourea (Ml) 




Pyrazinecarbonitrile (500 mg) and 10 % palladium/carbon (450 mg) were 
dissolved in anhydrous methanol (30 ml) and the mixture was stiixed under hydrogen 
atmosphere for 12 hours. 

The resulting mixture was filtered, and then tlie filtrate was concentrated under 
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reduced pressure. The obained compound (200 mg) and 4-t-butylbenzylisothiocyaiiate 
(330 mg) were dissolved in eiliyl acetate (30 ml). The solution was stirred for 12 
hours and then concentrated. The resulting residue was purified by 
colunm-cliromatograpliy (ethyl acetate/hexne = 3/1) to yield the compound 1-11 (271 

mrr <:i 0/.\ 

NMR (300MHz, CDCI3) 8 8.51(s, IH), 8.41(s, IH), 8.16(s, IH), 7.38(m, 
2H), 7.29(m, 2H), 5.10(s, 2H), 4.86(d, 2H, J=2.25Hz), 1.33(s, 9H) 

Example 8: Synthesis of l-(4-t-butylbenzyl)-3-(3-cyanopyrazin-2-ylmethyI)thiourea 
(1-12) 



S 




2,3-pyrazinedicarbonitrile (200 mg) and 10 % palladium/carbon (200 mg) were 
dissolved in anhydrous metlianol (30 ml) and the mixture was stirred under hydrogen 
atmosphere for 12 hours. The resulting mixture was filtered, and then the filtrate was 
diied imder reduced pressure to give an amine. The obtained amine (150 mg) and 
4-t-butylbenzylisothiocyanate (180 mg) were dissolved in ethyl acetate (30 ml). The 
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solution was stirred for 12 hours to complete tlie reaction and purified by 
column-chromatography (ethyl acetate/hexane = 3/1) to yield the compond 1-12 (77 mg, 
25 %) as a white solid. 

NMR (300MHz, CDCI3) 6 8.76(m, IH), 8,67(m, IH), 7.38(ni, 4H), 538(s, 
2H), 4.98(d, 2H, J=2.7Hz), 1.32(8, 9H) 

Example 9: Synthesis of 

l-(4-amino-2,5-difluorobenzyl>3-(4-t-.butylben2yl)thiourea (1-13) 




Step 1: Syntliesis of 4-ammo-2,5-difluorobenzylamine 

4-amino-2,5-difluorobenzonitrile (400 mg) and Raney nickel Catalyst were 
added to methanol (20 ml) and the mixture was stirred under hydrogen atmosphere 
at room temperature for 18 hours. After confirming tlie completion of the reaction, 
tlie resulting mixture was filtered through celite and tlie filtrate was concentrated 
under reduced pressure. The following procedure was carried out, using the 
concentrate which was not purified. 
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Step 2: Sythesis of l-(4-ammo-2,5-difluorobenzyl)-3-(4-t-butylbeiizyl)thiou^^^ 

(M3) 

MCi mcT^ nhfninftH in Rtftn 1 and 4-t-hutvlbenzvKsothiocvanate 
(428 mg) were dissolved in ethyl acetate (40 ml) and the solution was stirred at room 
temperature for 6 hours. The mixture was concentrated under reduced pressure and the 
residue was purified by column-cliromatography (ethyl acetate/hexajie = 1/3) to yield 
the compound 1-13 (190 mg, 25 %). 
10 NMR(300MHz, CDCI3) : 5 7.37(m, 2H), 7.22(m, 2H), 6.95(m, IH), 

6.43(m, IH), 6.08(brs, IH), 5.90(brs, IH), 4.59(s, 2H), 4.57(s, 2H), 3.83(s, 2H), 131(s, 
9H) 

Example 10: Synthesis of l-phenethyl-3-(4-siilfamoylbenzyl)thiourea (2-5) 

15 



H2NO2S 




Step 1: Synthesis of 4-iodo-l-sulfaraoylbenzene (2-2) 
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Pipsylchloride (100 mg) was dissolved in 28 % ammonia solution (4 ml) and 
the solution was stirred at room temperature for 1 hours. The resulting mixture was 
exti-acted with ethyl acetate (20 ml), washed with water and saturated aqueous sodium 
chloride solution, dried over anhydrous magnesium sulfate, and then concentrated under 
reduced pressure. The residue was chromatographed on column eluting witli ethyl 
acetate/hexane (1/2) to yield the compound 2-2 (89 mg, 100 %). 

^HNMR(300MHz, CD3OD) : 6 7.91(td, lH,/=9.0Hz), 7.63(td, lH, >9.0Hz) 

Step 2: Synthesis of 4-cyano-l-suifamoylbenzene (2-3) 

The compound 2-2 (58 mg) prq}ared in Step 1 was dissolved in 
dimethylformamide (2 ml) and to the solution were added zinc cyanide [Zn(CN)2] (58 
mg) and tetrakistriphenylphosphine palladiiun (10 mg), followed by stirring at 80^C for 
12 hours. The resulting mixture was basified with aqueous sodium bicarbonate 
solution, diluted with ethyl acetate (30 ml), washed with water and saturated aqueous 
sodium chloride solution, dried over anhydrous magnesium sulfate, and then 
concentrated under reduced pressure. The obtained residue was chromatographed on 
silica gel column eluting with ethyl acetate/hexane (1/2) to yield the compound 2-3 (30 
mg,80%). 

^HNMR(300MHz, CDCI3) ; 5 7.92-7.96 (m, 2H), 7.69-7,73 (m, 2H), 6.47 (s, 
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2H) 

. Step 3 : Sythesis of 4-siilfamoylaininobenzene (2-4) 

The compound 2-3 (52 mg) prepared in Step 2 was dissolved in methanol (2 
5 ml) and to the solution were added a catalytic amount of 10% palladium/carbon and 
concentrated hydrochloric acid (10 id% followed by stirring under hydrogen gas 
atmosphere at room temperature for 1 hour. The resulting mixture was diluted in ether, 
filtered througli celite, neutralized with IN aqueous sodium hyroxide solution, and then 
washed with water and saturate aqueous sodium chloride solution. The obtained 
10 residue was dried over anhydrous magnesium sulfate and then concentrated under 
reduced pressure to yield the compound 2-4 (26 mg, 50 %). 

. ^H-NMR(300MHz, CD3OD) : S 7.77 (dd, 2H, 1.7, 6.6 Hz), 7.41 (d, 2H, / 

= 8.5Hz),3.80(s,2H) 

1 5 Step 4: Synthesis of l-phenethyl-3"(4-sulfamoylbenzyl)thiourea (2-5) 

The compound 2-4 (10 mg) prepared in Step 3 was dissolved in 
dimethylforaiamide (100 id). The solution was diluted with dichloromethane (2 ml) 
and to flie solution was added phenethylisothiocyanate (1.0 ml), followed by stirring at 
room temperature for 2 hom^s. The reaction solution was concentrated under reduced 
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pressure and tlie obtained residue was chromatographed on a colunm eluting with ethyl 
acetate/hexane (1/1) to yield the compound 2-5(11 mg, 59 %). 

NMR(300MHz, CD3OD) : 6 7.82-7.85 (m, 2H), 7.42 (d, 2H, J= 8.5 Hz), 
7.16-7.30 (m, 5H), 4.78 (br s. 2H), 3.72 (br s, 2H), 2.88 (t, 2H, 7.1 Hz) 

Example 11: Synthesis of l-pheiiethyl-3-(4-sulfamoylbenzyl)urca (2-6) 




Compound 2-6 (13 mg, 79 %) was synthesized according to the same procedure 
as described in Step 4 of Example 10 except that compound 2-4 (9 mg) was reacted 
with phenethylisocyanate (100 fd), 

^H NMR(300MHz, CD3OD) : 6 7.82-7.84 (m, 2H), 7.39 (d, 2H. /= 8,3 Hz), 
7.15-7.32 (m,5H), 4.35 (s,2H) 

Example 12: Synthesis of l-(4-t-butyIbenzyI)-3-(4-suIfamoyIbenzyl)thiourea (2-7) 



S 
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Compound 2-7 (7 mg, 96 %) was synthesized according to the same procedure 
as described in Step 4 of Example 10 except that compoimd 2-4 (7 mg) and 
4-t-butylben2ylisothiocyaiiate (10 mg) were used as reactants. 

NMR(30GMHz, acetone-de) : 6 7.81 (d, 2H, 8.3 Hz), 7.48 (d, 2H, J = 

8.3 Bz), 7.36 (dd, 2K, 1.7, 6.3 Hz), 7.26 (d, 2H, /= 8.3 Hz), 4.91 (br s, 2H), 4.75 (br 
s,2H),I.29(s,9H) 

Example 13: Synthesis of 

l-(4-t-butyIbenzyI)-3-(3-fluoro-4-methanesulfonylaminobenzyl)thiourea(3-5) 

S 




Step 1: Synthesis of 2-fluoro-4"iodo-l-methanesulfonylaminobenzene (3-2) 
2-fluoro-4-iodophOTylamine (1.50 g) was dissolved in dichloromethane (40 ml) 
and to the solution were added pyiidine (1.02 ml) and methanesulfonylchloride (700 
fd). The mixture was stiiied at room temperature for 1 hour and 1.5 N aqueous 
hydi'ochloric acid was added thereto to quench the reaction. The resulting mixture was 
extracted with dichloromethane, dried over anhydrous magnesium sulfate, and then 
concentrated under reduced pressure. The obtained residue was 
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column-cluomatographed (ethyl acetate/liexane = 1/1) to yield the compound 3-2 (1.89 
&95%). 

'H NMR(300MH2, CDCI3) : 5 7.47(dd, 2H, ^1.2, l,7Hz) 7.30(t, IH, 
y=8.3Hz) 6.51(s, IH) 3.01(s, 3H) 

5 

Step 2: Synthesis of 4-cyano-2-fluoromethanesiilfonylaminobenzene (3-3) 
The compound 3-2 (1.81 g) prepared m Step 1 was dissolved in 
dimethylfoimaniide (10 ml) and to the solution were added zinc (II) cyanide (845 mg) 
and tetrakistriphenylphosphine palladium (187 mg), followed by stirring at 80-90°C for 

10 1.5 hours. Hie resulting mixture was diluted with ethyl acetate (20 ml), washed with 
water and saturated aqueous sodium chloride solution, and then dried over anhydrous 
magnesium sulfate. The remaining Uquid was concentrated under reduced pressure 
and the obtained residue was chromatographed on column eluting with ethyl 
acetate/liexane (1/2) to yield the compound 3-3 (1.03 g, 80 %), 

15 NMR(300MHz, CDCI3) : 5 7.65(t, IH, y=8.0Hz) 7.41(d, IH, 7=9,8Hz) 

7.37(dd, IH, J=9.5, L7Hz) 6.83(s, IH) 3.07(s, 3H) 



Step 3: Sythesis of 3-fluoro-4-methanesulfonaniinobenzylainine hydrocliloride 

(3-4) 
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The compound 3-3 (1.03 g) prepai'ed in Step 2 was dissolved in methanol (20 
nil) and to the solution were added a catalytic amount of 10% palladium/carbon and 
concentrated hydi-ochloric acid (3 ml), followed by stirring at room temperature under 
hydrogen gas atmosphere for 1 hour. The resulting mLxtiue was diluted in etlier, 
filtered through celite, concentiatcd under reduced pressure, and then washed with ethyl 
acetate to yield the compound 3-4 (1.13 g, 92 %). 

lsJMR(300MHz, CD3OD) : 6 7.57(t, IH, /=8.3Hz) 7.33(dd, IH, 7=9.8, 
1.8Hz) 7.27(d,lH,J=8.5Hz) 4.11(s, 2H) 3.02(s, 3H) 

Step 4: Synthesis of 

l-(4-t-butylbenzyl)-3-(3-fluoro-4-methanesulfonylaminobenzyl)thiourea (3-5) 

Compound 3-4 (L13 g) prepared in Step 3 was dissolved in dimethylfonnamide 
(6 ml) and the solution were diluted in dichlorometliaiae (35 ml). To' the diluted 
solution was added 4-t-butylbenzylisothiocyanate (1.09 g) and triethylamine (1.2 ml) in 
order, and then the mixture was stirred at room temperature for 2 hours. The resulting 
mixture was concentrated under reduced pressure, diluted with ethyl acetate (20 ml), 
and then washed witli water and saturatated aqueous sodium chloride solution. The 
residue was dried over anhydrous magnesium sulfate, and concentrated under reduced 
pressure. The obtained residue was purified by chromatogi*aphy on column eluting 
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with ethyl acetate/hexane (2/3) to yield the compound 3-5 (1 .23 g, 65 %). 

NMR(300MHz, CDCI3) 5 7.41(t, IH, ^8.2Hz) 7.34(d, 2H, /-8.OH2) 

7.20(d, 2H, /=8.0Hz) 7.01(d, IH, J-11.9Hz) 6.97(d, IH, >9. 8Hz) 6.69(brs, IH) 4.68(s, 
2H) 4.54(s, 2H) 2.97(s, 3H) 1.28(s, 9H) . 

Example 14: Synthesis of 

l-pheuethyl-3-^3-flaoro-4-metbauesuIfonamiuobeiizyl)urea(3--6) 




3-6 

Compouiid 3-6 (17 mg, 36 %) was synthesized according to the same procedure 
as desribed in Step 4 of Example 13 .except that compound 3-4 (28 mg) was reacted 
with phenefliylisocyanate (38 pti). 

NMR(300MHz, CD3OD) : 6 7.40(t, IH, V=8,2Hz) 7.28-7.06(m, 7H) 
4.69(s, 2H, CH2) 3.87 (t, 2H) 2.98(s, 3H) 2.87(t, 2H, V=7.1Hz) 

Example 15: Synthesis of 

l-phenethyl-3-(3-fluoro-4-methanesulfonylaminobenzyl)thiourea (3-7) 
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Compound 3-7 (8.3 mg, 24 %) was synthesized according to the same 
procedure as desribed in Step 4 of Example 13 except that compound 3-4 (20 mg) and 
phenethylisothiocyanate (27 were used as reactants. 

NMR(300MHz, CD3OD) : 5 7.40(t, IH, J=8.2Hz) 7.29-7.14(m, 5H) 

7.10-7.03(m, 2H) 4.26(s, 2H) 3.36 (t. 2H) 2.95(s, 3H) 2.76(t. 2H, /=7.1Hz) 

Compounds 3-8, 3-9 and 3-10 were synthesized according to the similar 
procedure as described in the Example 13, and NMR data thereof are shown below. 









S 

V 




Exampl 
es 


Compoun 
dsNo. 






Spectral data 
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1 A 
10 


3-8 • ■ 




Una 


'H NMR(300MHz, CD3OD) ; 6 7.32(d, 2H, 
/=8.0Hz) 7.30(d, IH, 7=8.3Hz) 7.17(d, 2H, 
^8.3Hz) 7.10(s, IH) 7.04(d, IH, y=8.0Hz) 
6.37(brs, IH) 4.59(s, 2H) 4.55(s, 2H) 2.97(s. 
3H)2.25(s,3H)1.28(s,9H) 


17 


3-9 


NHSOaMe 


CI 


'H ]SIMR(300MHz, CDCI3) : 6 7.50(d, IH, 
-^8.3Hz) 7.37(d, 2H. /=8.3Hz) 7.35(d, IH, 
/=2.0Hz) 7.23(d, 2H, J=8.3Hz) 7.13fd, IH 
M.lEz) 6.92(brs, IH) 4.69(s, 2H) 4.58(s, 
2H)2.978(s.3H)1.30(s.9H) . 


18 


3-10 


NHSOzMe 


COzMe 


'H NMR(400MHz, CDCI3) : 6 10.3S(brs, 
IH) 7.99(s, IH) 7.57(d, IH, ^8.5Hz) 7.41(d, 
IH, >8.4Hz) 7.36(d, 2H, J'=8.0Hz) 7.23(d, 
2H, J=8.0Hz) 4.71(s, 2H) 4.62(s, 2H) 3.93(s, 
3H)2.84(s,3H)1.31(s,9H) 



s 
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Example 19: Synthesis of 

l.(4.t-butyIbenzyl)-3-(3-carboxyl-4-methanesTiIfonyIaminobenzyl)thi^ (4-1) 



S 




5 Compond 3-10 (1.08 g) prepared according to the procedure as described in 

Example 13 was dissolved in acetone (20 ml) and to the solution was added 2.5 M 
aqueous lithium hydroxide solution (15 ml). The mixture was stkred at room 
temperature for 5 hours and the solvit was removed therejBrom. The residue was 
dissolved in ethyl acetate and then extracted to yield the compound 4-1 (980 mg, 94 %). 
10 NMR(300MHz, CD3CD) : 5 8.07(d, IH, /=2.2Hz) 7,63(d, IH, >8.5Hz) 

7.51(d, IH) 7.34(d, 2H, /=8.5Hz) 7.20(d, 2H, /=8.0Hz) 4.73(s, 2H) 4.66(s, 2H) 3.03(s, 
3H)1.29(s,9H) 

Example 20: Synthesis of 

15 l-(4-t-butylbenzyl)0-((3-N-methoxyaminocarb6flyl-4-methanesulfonylamino)benz 
yl)thiourea (4-2) 
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H3COHN 
H3CO2SHN 




Compound 4-1 (50 mg) prepared according to the piocedure as described in 
Example 19 was dissolved in benzene (2 ml) and to the solution was added dropwise 
oxalyl chloride (100 iMi\ followed by refluxing for 2 hom's. The resulting mixture 
was concentrated under reduced pressiure, and to the concentrate was added 
methoxylamine (92 mg). The mixture was dissolved in pyridine (2 ml), and the 
solution was stirred at room temperature for 24 hours and then concentrated under 
reduced pressure. To the concentrate was added ethyl ether, and tlie mixture was 
filtered and concentrated under reduced pressure. The obtained residue was 
chromatogrphed on column eluting ethyl acetate to yield the compound 4-2 (16 mg, 



/HNMR(300MHz. CDCI3) : 6 10.14(s. IB) 9.38(s, IH) 7.55(m, 3H) 7.32(m, 
4H) 5.04(s, 2H) 5.0l(s, 2H) 3.S2(s, 3H) 3.00(s, 3H) 1.25(s, 9H^ 



30%). 



Compound 4-3 was synthesized according to the similar procedure as described 



in the Example 20, and NMR data thereof are shown below. 
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Exam 
pic 


Compoun 

UlNO. 


R" 


R" 


Spectral data 


21 


4-3 


NliSOaMe 


CONHOH 


NMR(300MHz, CD3OD) : 5 8.09(d, 
IH, ^.OHz) 7.51(d, IH, ^8.3Hz) 
7.44(dd, IH, /=2.2, 8.6Hz) 7.31(m, 4H) 
5.05(s, 4H) 2.92(s, 3H) 1.27(s, 9H) 




Example 



22: 



Synthesis 



of 



l.(4.t.butylbeiizyO-3-(3-hydra2ido-4-methanesulfonylaniinoben2yl)thiourea(4-4) 




10 



Compound 4-1 (76 mg) prepared according to the procedure as desaibed in 
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Example 19 was dissolved in benzene (3 ml) and to tlie solution was added dropwise 
oxalyl chloride (200 fd), followed by refluxing for 3 hours. The resulting mixture 

was concentrated imder reduced pressure and to the concentrate was added hydrazine 
(55 mg). The mixture was dissolved in tetraliydrofuran (3 ml), and the solution was 
stirred at C'C for 2 hours and then concentrated under reduced pressure. The obtained 
residue was chromatogiphed on silica gel column (ethyl acetate/hexane = 1/1) to yield 
the compound 4-4 (5 mg, 6 %). 

NMR(300MHz, DMSO-dg) :. 6 10.9(s, IH), 10.2(s, IH), 7.75(s, IH), 
7.64(d, IH), 7.55(d, IH), 7.41(s, 4H), 5.04(s, 2H), 5.00(s, 2H), 3.14(s, 3H), L20(s, 9H) 

Example 23: Synthesis of 

l-(4-t-butylbenzyl)-3-(3-cyano-4-methanesulfonyIammobenzyl)thiourea(4-5) 

S 




Compound 4-1 (50 mg) prepared according to the procedure as described in 
Example 19 was dissolved in benzene (3 ml) and to the solution was added dropwise 
oxalyl chloride (100 fd), followed by refluxmg for 3 hours. The resulting mixture 

was concentrated under reduced pressure and to the concentrate was added sulfamide 
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(106 mg). The mixture was dissolved in sulfolane (2 ml) and the solution was refluxed 
at 120°C for 3 hours. To tlie reaction mixture was added 1 N-aqueous sodium 
hydroxide solution to quench the reaction. The resulting mixture was extracted witli 
ether, washed several times with water, dried over anhydrous magnesium sulfate, and 
5 then concentrated under reduced pressure. The obtained residue . was 
colunm-chromatogrphed (ethyl acetate/hexane = 1/1) to yield the compound 4-5 (8 mg, 
16%). 

NMR(300MHz, CDCI3) : 5 10.S(s, IH), 7.65(m, 2H), 7.58(m, IH), 7.33(d, 
4H), 5.05(s, 4H), 3.01(s, 3H), 1.24(s, 9H) 

10 

Compounds 4-6 4-13 were synthesized according to the similar procedure as 
described in the Example 1 3, and NMR data thereof are shown below. 



Examples 


Compou 
ndsNo. 






Spectral data 


24 


4-6 


NBC02Me 


F 


*H NMR(300MHz, CDCI3) : 6 7.97(t, 
IH), 7.35(d, 2H). 7.68(d, 2H), 6.95(d, 
2H), 6.82(s, IH), 4.62(s, 2H), 4.46(s, 2H). 
3.76(s, 3H), 1.26(s, 9H) 
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25 


4-7 


NHCOCHzOMe 


F 


NMR(300MHz, CDCI3) : 6 8.49(s, 
IH), 8.07(t, IH, y=8.0Hz), 7.36(d, 2H, 
/=8.0Hz) 7.23(d, 2H, /=8.0Hz), 7.03(d, 

6.66(brs, IH) 4.67(s, 2H), 4.62(s, 2H), 
3.49(s, 3H), 1.32(s, 9H) 


26 


4-8 


mCOzEt 


F 


'H NMR(300MHz, CDCI3) : 6 7.95(s, 
IH) 7.33(d, 2H, /=8.0Hz) 7.17(d, 2H, 
/=8.0Hz) 6.94(d, 2H) 6.77(s. IH), 4.60(s, 
2H) 4.55(s, 2H), 4.19(q, 2H, 7=7.2Hz), 
L27(m,12H) 


27 


4-9 


NHCHaCOaEt 


F 


'H NMR(300MHz, CDCI3) : S 7,3 l(d, 
2H, >8.5Hz), 7.15(d, 2H, J=8.3Hz), 
5.86(s, IH), 6.83(s, IH). 6.46(t. IH. 
/=8.4Hz). 6.10(d, IH), 4.53(s, 2H), 
4.48(s, 2H), 4.20(q, 2H, J=7.1Hz). 
3.75(s,2H), 1.27(m,12H) 


28 


4-10 




V 

r 


'H NMR(300MHz, CDCI3) : S 7.39(d, 
2H, >8.3Hz), 7.23(d, 2H, y=8.3Hz), 
6.93(s, IH), 6.90(s, IH), 6.52(t, IH, 
/=8.4Hz), 6.36(s, IH), 4.60(s, 2H), 
4.53(s, 2H), 3.83(s, 2H), 3.74(s, 3H), 
I.34(s,9H) 


29 


4-11 


NHCH2CO2H 


F 


'H NMR(300MHz, CD3OD) : S 7.32(d, 
2H, /=8.5Hz), 7.18(d. 2H, y=S.3Hz). 
6.90(m, 2H), 6.56(t. IH. ^8.6Hz), 
4.65(s, 2H), 4.55(s, 2H), 3.70(s, 2H), 
1.28(s, 9H) 


7n 
ou 


4-12 


u 
ll 




'H MMR(300MH2, CDCI3) : 6 
7.95-7.98(d, 2H, >7.3Hz), 7.30-7.5 l(m, 
m), 7.20-7.25(d, 2H, J=8.3Hz), 
4.75-4.79(d, 2H, y=5.4Hz), 4.61-4.64(d, 
2H, >4.4Hz), 3.92(s, 3H), 1.33(s, 9H) 


31 


4-13 


H 


C02H . 


H NMR(300MHz, CD3OD) : 6 
7.97-7.98(8, IH). 7.88-7.91(d, IH, 
/=7.6Hz), 7.32-7.53(m, 4H,). 7.18-7.22(d, 
2H, y=8.0Hz), 4.79(s, 2H), 4.67(s, 2H), 
l.2S(s, 9H) 



.72 
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S 




Example 32: Synthesis of 

l-(4-t-butylbenzyl)0-(2^,5,6-tetiafluoro-4-methanesulfonylaim^ 

(5-4) 
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Step .1: Synthesis of 

4-cyano-2,3,5,6-tefrafluoro-l-methanesulfonylamuioben^^^ 

4-ainino-2,3,4,5-tetrafliioronitrile (105 mg) was dissolved in tetrahydrofuran (4 
mi) and the solution was cooled to 0"C. To the solution was added dropwise 1.6 M 
5 n-butyl lithium and tlie mixtrure was stuxed for 10 minutes, followed by adding 
dropwise methauesulfonyl chloride (100 iii). After 1 hour, the reaction was quenched 

. with 1.5 N aqueous hydrochloric acid. The resulting mixture was extracted with ethyl 
acetate, and then concentrated mider reduced pressure. The obtained residue was 
chromatographed on column eluting wiflbi ethyl acetate/hexane (1/1) to yield 
10 4-cyano-2,3,5,6-tetrafluoro-l-methanesulfonylaminobenzene (20 mg, 1 0 %). 

^HNMR(300MHz.CDCl3): 6 6.84(brs, lH)3.08(s,3H) . 

Step 2: Synthesis of 2,3,5,64etrajBuoro-4-methaiiesulfonylaminobenzylaniine 
hydrochloride 

15 4-cyano-2,3,5,6-tetrafluoro-l-methanesulfonylaminobenzene (11 mg) prepared 

in Step 1 was dissolved in methanol (5 ml) and to the solution were added a catalytic 
amount of 10 % palladimn/carbon and concentrated hydrochloric acid (300 fjJL), 
followed by stirring at room temperature under hydrogen gas atmosphere for 1 hour. 
The resulting mixtiu-e was diluted in ether, filtered thi'ough celite, concentrated under 
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reduced pressure, and then washed with ethyl acetate to yield 
2,3,5,6-tetrafIuoro-4-methanesulfonylaminobenzylaTmne hydrochloride (7.0 mg, 59 %). 
NMR(300MHz, CD3OD) : 6 4.32(s, 2H) 3.18(s, 3H) 

Step 3: Synthesis of 

. l-(4-t-butylbenzyl)0-(2,3,5,6-tetrafluoro4-methanesiilfonylamm^^ (5-4) 
2,3,5,6-tetrafluoro-4-niethanesulfonylaniinobenzylainine hydrochloride (20 mg) 
prepared m Step 2 was dissolved in dimethylformamide (800 ui\ and the solution was 
diluted with dichloromethane (6 ml). To the diluted solution were added 
t-butylbenzylisothiocyanate (20 mg) and triethylamine (200 id\ and tlie mixture was 
sthred at room temperature for 2 hours. The mixture was concentrated imder reduced 
pressure, diluted with ethyl acetate (20 ml), and then washed with water and saturated 
aqueous sodium cliloride solution. The resulting mixtui'e was dried over anliydrous 
magnesium sulfate and concentrated under reduced pressure, and the obtamed residue 
was chromatographed on column eluting ethyl acetate/hexane (2/3) to yield the 
compound 5-4 (28 mg, 9 1 %). 

Nlv^IR(300MH2, CD3OD) : 5 7.34(dd. 2H, /=1.8. 6.5Hz) 7.20(d, 2H, 
/=8.3Hz) 4.87(s, 2H) 4.63(s, 2H) 3.13(s, 3H) 1.29(s, 9H) . 
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Example 33: Synthesis of 

l-(4-t.butylbenzyl)-3-(2,5-difluoro-4-methanesulfonylamiaobenzyl)thiourea (5-5) 



■ H3CO2SHN 




Step 1: Synthesis of 2,5-difluoro4-cyano-l-niethanesiilfon^ 
5 To an ice-cold soluiion of 4-amino-2,5-difluorobenzonitrile (1.0 g) in 

anhydrous fetrahydrofuran (50 ml) was slowly added n-butyl lithium (2.6 ml) through 
an injector with stirring, followed by stimng 30 minutes. To the mixture was slowly 
added methanesulfonyl chloride (550 jd), followed by stirring at room temperature for 
24 hoiirs. After confirming the completion of the reaction using TLC, the resulting 
10 mixture was concentrated under reduced pressure, diluted with 1 N aqueous 
hydrochloric acid (100 ml), extracted with dichloromediaae (50 ml x3). The 
combined organic layer was dried over magnesiiun sulfate, filtered, and tlien 
concectrated under reduced pressure. . The obtained residue was purified liy 
column-chromatography (ethyl acetate/hexane = 2/3) to yield 
15 2,5-difluoro-4-cyano-l-methanesulfonylaminobenzene (12 g, 79.6 %). 

NMR(300MHz. CDCI3) : 5 7.54(m, IH), 7.40(m, IH), 7.01(brs, IH), 

3.18(s,3H) 
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Step 2: Syfliesis of 2,5-difluoro-4-methanesulfonaminobenzyl hydrochloride 
2,5-difluoro-4-cyano-l-methanesulfonylaminobenzene (250 lug), a catalytic 
amount of 10 % palladium/carbon catalyst aiid methanol (20 nal) were added to a 
5 reactor. The reactor was filled with hydrogen gas while the mixture was stirred. 
Conceatrated hydrochloric acid (250 /d) was slowly added thereto through an injector , 
followed by stirring for 1 8 hours. The reaction mixture was filtered through celite and 
the filtrate was concentrated under reduced pressure to afford a compound (250 mg, 
85 %) as a solid. The obtamed compound was washed with ether, and the following 
10 procedure was carried out using the washed compound. 

Step 3:. Synthesis of 

l-(4-t-butylbenzyl)-3-(2,5-difluoro-4-methanesulfonaniinebenzyI)thiourea (5-5) 

2,5-difluoro-4-methanesulfonaminobenzyl hydrocUoride (250 mg) prepared by 
15 Step 2 was dissolved in dimethylfonnamide (5 ml) and to the solution was added 
triethylamine (128 iJrl) with stirring, followed by stirring for 30 minutes. To the 
mixture was added t-butylbenzylisothiocyanate (189 mg), followed by stirring for 6 
hours. After the completion of the reaction, the resulting mixture was diluted with 
water (30 ml), and extracted with ethyl acetate (30 ml x 3). The organic layer was 
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dried over magnesium sulfate, filtered, and then concentrated under reduced pressure. 
The obtained residue was purified by column-chromatography (ethyl acetate/Iiexane = 
1/2) to yield the compound 5-5 (264 nig, 52.4 %). 

NMR(300MHz, CDCI3) : 6 7.36(m, 2H), 7.31(m, IH), 7,23(m, 2H), 

A r /' V » J9 \ > Jf."'^ 'V— -J /» • — ■*» « •r.,**^^, 

2H, J=4.8Hz), 3.04(8, 3H), 1.31(s, 9H) 

Example 34: Synthesis of 

l-(4-t-butylben2yi)-3"[(5-methaDesuIfonylaminopyridfa-2-yI)metIiyl]thiourea (5-6) 



S 



H3CO2SHN 




Step 1: Synthesis of 3-methanesulfonylamino-6-cyanopyridine 
5-Aniino-2-cyanopyiidine (5 g) was dissolved in pyridine (30 ml). The 
solution was cooled to Q^C and to the solution was added dropwise methanesulfonyl 
chloride (3.6 ml), followed by stirring at room temperature for 17 hours. The resulting 
mixture was concentrated under reduced pressure, extracted with water and 
dichloromethane, and then dried. The obtained residue was purified by 
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colunm-chiomatography (hexaiie/ethyl acetate = 2/1) to yield an orange colored solid 
(6.4 g, 77%). 

^HNMRCSOOMHz, GDCI3) : 6 8.47-8.46(m, IH), 7.84-7.69(m, 2H), 6.89(brs, 
IH), 3.16(s,3H) 

5 

Step 2: Synthesis of 

l-(44-butylbenzyl)-3-[(5-niethanesulfonylaminopyridin-2-yl)niethyl]ti^ 

The compound (1.97 g) prepared in Step 1 was dissolved in methanol (50 ml) 
and to the solution were added concentrated hydrochloric acid (2 ml) and a catalytic 

10 amount of 5 % palladium/carbon, followed by stirring under hydrogen atmosphere for 
21 hours. The mixture was filtered through celite and the filtrate was concentrated 
under reduced pressure to obtain foamy compound (3 g). Part (135 mg) of the 
obtained compound was dissolved in dimethylformamide (5 ml) and to the solution 
were added triethylamine (101 mg) and 4-t-butylbenzylisothiocyanate (100 nig), 

15 followed by stirring at room temperature for 20 hours. The mixture was concentrated 
imder reduced pressure, extracted with water and dichlorometliane, and then purified by 
column-chromatography (ethyl acetate) to yield the compound 5-6 (98 mg, 48 %) as a 
brown liquid. 

NMR(300MHz, CDCI3) : 6 8.33-8.31(m, IH), 7.66-7.62(m, IH), 
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7.40-7.26(m, 5H), 6.99(brs, IH), 6.76(brs, IH), 4.77-4.60(m, 4H), 3.04(s, 3H), 
L32(s,9H) 

Example 35: . Synthesis of 

R 1 .r4-t.hiitvlhen7vlV:^-«.5-dicliloro-4-methanesulf onvlammobenzynth (5-7) 

_ --^ i^^N* - -- 



s 




4-AjDiino-3,5-dichlorobeiizonitrile (1 g) was dissolved in acetonitrile (50 ml) 
and to the solution were added triethylamine (890 id) and methanesidfonyl chloride 

10 (670 mg), followed by refluxing for 8 hours. The raixtui*e was extracted with water 
and dichloromethane, dried, concentrated, and then purified by column-chromatogi'aphy 
(hexane/ethyl acetate = 4/1) to obtain a compound (80 mg) as a liquid. The obtained 

/ compound was dissolved in methanol (10 ml), and then the solution was stirred for 15 
hours in the presence of a small amount of concentrated hydrochloric acid and 5% 

15 palladium/carbon catalyst to liydrogenate the compound. The reaction solution was 

filtered through celite and concentrated. The concentrate was dissolved in 

dichloromethane (5 ml) and to the solution were added 4-t-butylbenzylisothiocyanate 
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(54 mg) and triethylamine (500 fd), followed by stining at room temperature for 15 

hours. The resulting mixture was extracted with water and dichloromethane, and then 
purified by column-chromatogi'aphy (hexane/eflayl acetate = 2/1) to yield the compound 
5-7 (3 S mg) as a liquid, 

5 

^HNMR(300MHz, CDCI3) : 5 7.42-7.23(ra, 6H), 6.23(brs, IH), 5.87(brs, IH), 
4.85-4.82(m, 2H), 4.58-4.56(m, 2H), 3.57(s, 3H). 1.31(s,9H) 

Example 36: Synthesis of 

10 l-(4-t-butylben2yl)-3-(4-methanesulfonylaminophenethyl)thiourea (5-8) 



H3CO2SHN 




Step 1 : Synthesis of 4-raethanesulfonylaminobenzyl cyanide 
To an ice-cold solution of 4-aaiinobenzyl cyanide (1 g) in dichloromethane (30 
15 ml) were added dropwise triethylamine (1.58 ml) and methanesulfonyl chloride (700 
fii\ followed by stirring at room temperature for 12 hoiurs. After confinning the 
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completion of the reacion using TLC, to the mixture was added 1 N aqueous 
hydrochloric acid (50 ml). The resulting mixtiure was extracted with dichloromethane 
(30 mi x 3), washed with saturated aqueous sodium chloride solution, dried over 
magnesium sulfate, and then filtered. 
5 The filtrate was concentrated under reduced pressure and the obtained residue 

was purified by column-chi*omatography (ethyl acetate/liexane = 2/3) to yield 
4-methanesulfonylaminobenzyl cyanide (L35 g, 85 %). - 

NMR(300MHz, CDCI3) : 57.34(d, 2H, J=8.4Hz), 7.24(d, 2H, y-8.7Hz), 
6.51(bs, IH), 3.74(s, 2H), 3.03(s, 3H) 

10 

Step 2: Synthesis of 4-methanesulfonaminophenethyIamine 
4-Methanesulfonylbenzyl cyanide (200 mg) and Raney nickel (catalytic 

amount) were added to methanol (15 ml) and the mixture was stirred for 6 hours with 

the reactor filled with hydrogen gas. After confiiming the completion of the reaction, 
15 the resulting mixture was filtered through celite and the filtrate was concentrated under 

reduced pressure. The following procedure was carried out using the concentrate 

which was not purified. 

Step 3: Syntliesis of 
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l-(4-t-butylbenzyl)-3-(4-methanesulfonylaiTiinophenethyl)tl^ (5-8) 

4-Metiianesulfonaininophenethylamine (200 nig) prepared in Step 2 and 
4-t-butylbenzylisothiocyanate (190 mg) were dissolved in ethyl acetate (30.ml) and the 
solution was subjected to reaction for 6 hours. After the completion of the reaction, 
the resulting ntiixture was concentrated under reduced pressure and the obtamed residue 
was purified by colunin-chromatography (ethyl acetate/hexane = 1/2) to yield the 
compound 5-8 (210 mg, 53 %). 

NMR(300MHz, CDCI3) : 57.38(d, 2H, J=8.4Hz), 7.21(d, 2H, J=8.4Hz), . 

7.14(s, 4H), 6.56(5, IH), 6.05(brs, IH), 5.69(brs, IH), 4.51(brs, 2H), 3.72(d, 2H, 
J==4.8Hz), 2.99(s, 3H), 2.86(t, 2H, J=6.9Hz), 1.32(s, 9H) 



Example 37: Synthesis of 

l-(4-t-butyIbenzyI)-3-(2-metbanesuU'onylaiuiiiophenethyI)tbiourea(5-9) 





S 

X 

NHSOzCH? ^ *' 

5-9 



Step 1: Synthesis of (2-methanesulfonylaminophenyl)acetonitrile 

To an ice-cold solution of 2-aminophenylacetonitrile (500 mg) in 
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dichloromethane (20 ml) were added triethylamine (330 id) and methanesulfonyl 
chloride (530 and the mixture was stirred for 16 hours, under ai'gon gas atmosphere. 
After confirming the completion of the reaction using TLC, the resulting mixture was 
diluted with 1 N aqueous hydrochloric acid solution (30 ml), and extracted witli 

O UlumurUIIlC;ui<lUC \JU llll ^ JJ, luu ui gcunu Av-i/ci woo wooiibu wiui uiiix^y uxivu. wvwi 

magnesium sulfate, and then, filtered. The filtrate was concentrated under reduced 
pressure and the obtained residue was purified by column-chromatography (ethyl 
acetate/hexane = 1/2) to yield (2-metlianesulfonylaminophenyl)acetonitrile (573 mg, 
72%). 

10 NMR(300MHz, CDCI3) : 57.56(m, IH), 7.37(m, 3H), 6.55(brs, IH), 3.99(s, 

2H),3.06(s,3H) 

Step 2: Synthesis of 2-methanesulfonylaminophenethylamine 
(2-Methanesulfonylaminophenyl)acetonitrile (300 mg) was mixed with 10 % 
15 palladium/carbon (catalytic amount) in methanol (20 ml) and the mixture was stirred 
under hydrogen gas atmosphesre for 48 hoius. After confirming the completion of the 
reaction using TLC, the resulting mixture was filtered through celite and the filtrate was 
concentrated under reduced pressure. The following procedure was earned out using 
the concecti'ate which was not purified. 
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Step 3: . Sythesis of 

l-(4-tbutylben2yl)-3-(2-methanesulfonylanimopliene^ 

2-MetIaanesulfonylaminophen6thylamine (200 mg) prepared in Step 2 and 
t-butylbenzeneisothiocyanate (192 mg) were dissolved in ethyl acetate (20 ml) and the 
solution was stin-ed for 6 hours. After confirming the completion of tlie reaction, the 
resulting mixture was concentrated under reduced pressure and the concetrate was 
purified by column-chromatogiaphy (ethyl acetate/liexane = 2/3) to yield the compoimd 
5-9 (165 mg, 42%). 

^HNMR(300MHz, CDCI3) : 67.28(m, 8H), 6.38(brs, IH), 4.74(s, IH), 4.72(s, 
IH), 3.79(m, 2H), 3.14(m, 4H), 3.01(s, 3H), 1.31(s, 9H) 

Example 33: Synthesis of 

l-(4-t-bufyIbenzyI)-3-(4-methanesulfanylcarbonylaminobenzyl)thiourea(6-5) 



S 




Step 1: Synthesis of (4-nitroben2yl)carbamic acid t-butyl ester (6-2) 
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4-Nitrobenzylamiiie hydrochloride (110 mg) was dissolved in dichloromethane 
(2 ml) and to the solution were added dimethylammopyridine (14 mg) and di-t-butyl 
dicarbonate (382 mg), followed by adding triethylamine (200 lA) thereto and stirring at 
room temperature for 3 hours. After the completion of the reaction, the resulting 
5 mixture was concentrated under reduced pressure and the obtained residue was 
chromatographed on column eluting with ethyl acetate/hexane (1/3) to yield the 
compound 6-2 (88.3 mg, 66 %). 

NMR(300MHz, CDCI3) : 6 8.18 (d, 2Ii /=8.5Hz), 7.43 (d, 2H, /=8.SHz) 

4.40 (d, 2H, /=6.3Hz), 1.45 (s, 9H) . 

10 . 

Step 2: Synthesis of ' (4-methylsxdfanylcarbonylaminobenzyl)carbamic acid 
t-butyl ester (6-3) 

The compound 6-2 (88.3 mg) prepaied in Step 1 was dissolved in methanol (2 
ml) and to the solution was added catalytic amount of 10 % palladiumycarbon, followed 
15 by stirring at room temperature under hydrogen gas atmosphere for 30 minutes. The 
resulting mixture was diluted with ether, and filtered through cehte. The filtrate was 
concentrated under reduced pressure to yield compoimd (76 mg). The obtained 
compound, wliich was not purified, was dissolved m dichloromethane (1 ml) and to the 
solution were added methylchlorothiolfomiate (100 iii) and pyridine (49 id). After 
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stirring the mixtui-e at room temperature for 1 hour, the resulting mixture was exti*acted 
with dichloromethane, diied over anhydrous magnesium sulfate, and then concentrated 
under reduced pressui*e. The obtained residue was column-chromatographed (ethyl 
acetate/hexane = 1/1) to yield the compound 6-3 (22 mg, 22 %). 

NMR(300MHz, CDCI3) : 5 7.36 (d, IH, >8,5Hz), 7.20-7.25 (ra. 2H), 7.03 
(d, IH, /=8.3Hz), 4.25 (s, 2H), 2.40 (s, 3H), 1.44 (s, 9H) 

Step 3: Synthesis of 4-methylsulfanylcarbonylaminobenzylaimne hydrochloride 

(6-4) 

The compomid 6-3 (22 mg) prepared in Step 2 was dissolved in ethyl acetate (1 
ml) and to the solution was added 5 N aqueous hydrochloric acid (1 ml). The mixture 
was stirred at 60**C for I hour and concentrated under reduced pressure to yield the 
compound 6-4 (15 mg, 100 %). 

NMR(300MHz, CD3OD) : 6 7,65 (d, IH, y=8.5H2), 7.57 (d, IH, /=8.3Hz), 

7.49 (d, IH, >8.5H2), 7,38 (d, IH, /=8.8Hz), 4.05(s, 2H) 2.35(s, 3H) . 

Step 4: Synthesis . of 

l-(4-t-butylbenzyl)-3-(4-methylsulfanylcarbonylaminobenzyl)thiomea (6-5) 

The compound 6-4 (15 mg) prepared in Step 3 was diluted in dichloromethane 
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(1 ml) and to the solution were added 4-t-butylisothiocyanate (20 mg) and triethylamine 
(100 fd), followed by stirring at room temperature for 1 hour. The resulting mixture 

was concentrated under., reduced pressure and the obtained residue was 
chromatographed on column eluting with ethylacetate/hexane (1/3) to yield the 
5 compound 6-5 (20 mg, S3 %). 

NMR(300MHz, CDQa) : 5 7,16-7.35 (m, 8H), 4.56 (br, 4H), 2.35 (s, 3H), 

1.26 (s,9H) 

Example 39: Synthesis of l-(4-t-butylben2yI)-3-(4-guanidinobenzyl)thiourea (7-6) 



S 




10 

Step 1: Synthesis of 4-(l,3-bis(t-butoxycarbonyl)-2-guanidino)phenyliodide 

(7-2) 

4-Iodoaniline 7-1 (100 mg) was dissolved in dimethylformamide (2 ml) and to 
the solution were added l,3-bis(t-butoxycaitonyl)-2-methyl-2-thiopseudourea (200 mg), 
15 mercury (II) chloride (186 mg) and triethylamine (200 fd), followed by stirring for 1 
hour. Aftrer the completion of the reaction, the resulting mixture was concentrated 
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under reduced pressure at the temperature not more than 50°C and the obtained residue 
was cliromatographed ehiting with ethyl acetate/hexane (1/3) to yield the compound 7-2 
(137mg,66%). 

^HNMR(300MHz, CDCI3) : 6 11.60 (br, IH) 10.33 (br, IH), 7.58-7.63 (d, 2H, 
5 >8.8Hz), 7.35-7.38 (d, 2H, >8.8Hz), 1.51 (s, 9H), 1.48 (s, 9H) 

Step 2; Synthesis of 4-[l,3-bis(t-butoxycarbonyl)-2-guanidino]benzonitrile 

(7-3) 

The compound 7-2 (137 mg) prepared in Step 1 was dissolved m 
10 dimethylformamide (2 ml) and to the solution were added zinc (IT) cyanide (40 mg) and 
tetrakistriphenylphosphine palladium (14 mg), followed by stirring at 80**C for 1 hour. 
The reaction was quenched with water. The resulting mixtui*e was extracted with ethyl 
acetate, and tlie organic phase was dried over anhydrous magnesium sulfate, and then 
concentrated under reduced pressure. The obtained residue was cliromatographed on 
15 column eluting witli ethyl acetate/hexane (1/3) to yield the compound 7-3 (95 mg, 
89%). 

'H NMR(300MHz, CDCI3) : 5 11.58 (br, IH) 10.62 (br, IH). 7.76-7.79 (d, 2H, 
^S.SHz), 7.58-7.61 (dd, 2H, /=<2.0, 6.8Hz), 1.52 (s, 9H), 1.50 (s, 9H) 
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Step 3: . Synthesis of 

1 -(4-t-butylben2yl)-3-[4- { 1 ,3-bis(t-butoxycarbonyl)-2-guaiiid^ 

The compound 7-3 (20 mg) prepai*ed in Step 2 was dissolved in metlianol (2 
ml) and to the solution was added catalytic amoimt of palladium/cai-bon, followed by 

R etiT-riTinr «+ i»r»/\m fom-nArofnTA imHiar lixrHrnaAn croc Qtmr>cnVi<=»rA fnr "^0 inimi+*ac TTiA 

resulting mixture was diluted with ether, filtered through celite, and then concentrated 
under reduced pressure to give the compoimd 7-4. The compound 7-4 was diluted 
with dichloromethane (3ml). To the solution was added 4-t-butylbenzylisothiocyanate 
(40 mg) and the mixture was stirred at room temperature for 1 hour. The resulting 
10 mixture was concentrated under reduced pressure and the obtained residue was 
chromatographed eluting with ethyl acetate/hexane (1/3) to yield the compoimd 7-5 (35 
mg,95%). 

NMR(300MHz, CD3OD) : 5 7.18-7.49 (m, 8H), 4.66-4.69 (br, 4H), 1.56 (s, 

9H), 1.45 (S.9H), 1.29 (s, 9H) 

15 • . 

■ . ■ •■ 

Step 4: Synthesis of l-(4-t-butylbenzyl)-3-(4-guanidmobenzyl)thiourea (7-6) 

The compound 7-5 (35 mg) prepared in Step 3 was dissolved in ethyl acetate 

(1.0 ml) and to the solution was added 5 N aqueous hydrochloric acid (1 ml). The 

mixture was stirred at 60**C for 1 hour and concentrated under reduced pressure to yield 
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. the compound 7-6 (1 S mg, 1 00 %). 

NMR(300MHz, acetone-de) : 5 7.07-7.37 (m, 8H), 4.73(s, 2H), 4.66 (s, 
2H),1.17(s,9H), 

5 Example 40: Synthesis of 

l-[2-(l-methyl-lH-pyrrol-2-yl)etliylI-3<4-methanesulfonyla^ 
(8-4) 



H3CO2SHN 




Step 1: Syntheis of (4-mmnobenzyI)carbaniic acid t-butyl ester (8-1) 
4-Animobenzylamme (1.02 g) was dissolved in anhydrous tetrahydrofiiran (10 
ml) and to the solution was added di-t-butyldicarbonate (2.002 g), followed by stining 
at room temperature for 2 hours. The resultmg mixture was concenti-afed under 
reduced pressure to remove die solvent. The obtained residue was purified by 
column-chi-omatography (ethyl acetate/hexane = 2/3) to yield the compound 8-1 (1.78 g, 
96 %) as a yellow solid. 

NMR (300MHz, CDCI3): 57.09-7.05 (m, 2H), 6.6-6.62 (m, 2H), 4.70 (brs, 
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IH), 4.18(d, 2H J = 5.7Hz), 3.64(brs, 2H), 1.45 (s, 9H) . 

* '. - 

Step 2: Synthesis of (4-methmiesulfonylaminobeixzyl)carbamic acid t-butyl 
ester (8-2) 

solution was cooled to 0**C. To the solution was added triethylamine (630 fd) and 
niethanesulfonyl chloride (350 /d) in order and the mixture was stirred at room 
temperature for 24 hours. After confirming the completion of the reaction using TLC, 
the resulting mixture was neutralized with hydrocliloric acid solution, diluted with water, 

10 and then extracted three times with dichloromethane. The extracted organic layer was 
washed with water and saturated aqueous sodium chloride solution, dried over 
magnesium sulfate, and then dried under reduced pressure. The obtained residue was 
purified by column-chromatogiaphy (hexane/ethyl acetate = 2/1) to yield the compound 
8-2 (1.28 g, 95 %) as a white solid. 

15 NMR (300MHz, CDCI3): 5 7.1-7.3 (m, 4H), 6.77 (s, IH), 4.88 (brs, IH), 

4.28 (d, 2H). 2.99 (s. 3H). 1.46 (s, 9H) 



Step 3: Synthesis of 4-meilianesulfonylaminobenzylaminomum trifluoroacetate 

(8-3) 
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(4-MethanesulfonylaiQinobenzyl)carbaiiuc acid t-butyl ester 8-2 (500 mg) was 
dissolved in anhydrous dichloromethane (30 ml) and the solution was cooled to O^C, 
followed by slowly adding trifluoroacetic acid (5 nil) thereto. The mixture was stirred 
at O^^C for 1 hour and 30 minutes and then, after confirming the completion of the 
5 reaction using TLC, concentrated under reduced pressm-e to yield an orange colored 
residue. The residue was washed with ether and filtered to yield the compound 8-3 
(420 mg, 80 %) as a pink solid. 

NMR (300MHz, DMSO-dg): 5 8.14 (brs, 3H), 7.39 (d, 2H), 7.22 (d, 2H), 
3.97 (s,2H), 2.99 (s,3H) 

10 

Step 4: Synthesis of 

l-[2-(l-methyl-lH-pyrrol-2-yl)ethyl]-3-(4-methanesulfonylaminoben2yl) 

. Compound 8-3 (500 mg) was dissolved in dimethylfonnamide (2 ml) and to the 
solution was added triethylamine (230 fd), followed by stining for 1 hour. To the 

15 mixture was added 2-(2-isofhiocyanatoethyl)-l-methyHH-pyrrole (280 mg), followed 
by adding ethyl acetate (10 ml) thereto. The mixture was stirred for 12 hours, filtered 
under reduced pressurCi and then purified by column-chromatography (ethyl 
acetate/hexane =4/1) to yield the compound 8-4 (146 mg, 25 %) as a red solid. 

NMR (300MHz, CH3COCH3-d6): 6 7.32(m, 4H), 7.16(m, IH), 6.42(d, IH, 
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J=2.1Hz), 6.02(d, IH, J=1.95H2), 4.76(in. 2H), 3.89(m, 2H), 3.81(m, 2H). 3.01(ni. 2H), 
2.96(s,3H) .. 

Example 41: Synthesis of l-(4-aminobenzyl)-3-(4-t-butyIbenzyl)tliiourea (9a) 

^ . • , ..... ^ . . , 




4-t-Butylbenzylisothiocyanate (100 mg) wias dissolved in dichloromethane (3 
and then cooled to 0 "C. To the solution was added 4-nitrobenzylaniine (75 mg), 
followed by stirring at room temperature for 6 hours. After the completion of the 

10 reaction, dichloromethane was evaporated therefix)m under reduced pressure and the 
residue was dissolved in methanol (3 ml). To the solution was added catalytic amount 
of 5 % platinum/carbon and tlie mixture was subjected to hydrogenation reacton under 
atmospheric pressure. After the completion of the reaction, the methanol was 
evaporated under reduced pressure and tlie obtained residue . was 

15 column-chromatographed (hexane/ethyl acetate = 1/1) to yield tlie compound 9a (137 
mg, 85 %) as a white solid. 

NMR (300MHz,CDCl3): 6 6.70-7.40(m, 8H), 6.00-6.40(br, 2H), 4.55(br, 
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2H), 4.45(br, 2H), L28(s, 9H) 
MS(EI)in/e327[M+] 

Example 42: Synthesis of l-(4-acetyIaminoben2yl)-3-(4-t-butylbeii2yl)tliiourea (9b) 



Compound 9a (100 mg) and triethylamine (50 mg) were dissolved in 
dichloromethane (3 ml) and cooled to 0 To the solution was added anlaydrous 
acetic acid (35 mg), After the completion of the reaction, dichloromethane was 
10 evaporated under reduced pressure and the obtained residue was 
column-chromatographed (hexane/etliyl acetate = 1/1) to yield the compoimd 9b (107 
mg, 95 %) as a white solid. 



J=8.40 Hz), 7.32(d, 2H, J=8.25 Hz), 7.16.7.17(m, 4H), 4.59(br, 4H), 2.01(s, 3H), 1.25(s, 
15 9H) 

MS(EI)in/e369 [M+] 



A J 




'H NMR (300MHz, DMSO-de): 6 8.31(s, IH), 7.87(br, 2H). 7.50(d, 2H. 
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Example 43; Synthesis of 

l-(4-(N,N-dimethanesulfonyl)aininpbenzyl)-3-(4-t-butylben (9c) 

S 




4-t-Butylbenzylisothiocyanate (100 mg) was dissolved in dichloromethane (3 
5 ml) and cooled to 0 "C. . To flie solution was added 
(N,N-dimethylsulfonyl-4-amino)benzyiamirie (136 mg), followed by stiiiing at room 
temperature for 6 hours. After the completion of the reaction, dichloromethane was 
evaporated under reduced pressure and the obtained residue was 
column-chroniatographed (hexane/ethyl acetate = 1/1) to yield the compound 9c (184 
10 mg, 75 %) as a white solid. 

NMR (300MHz, CDCI3): 6 7.00-7.35(m, 8H), 6.3'0(br, 2H), 4.66(s, 2H), 
.4.49(s, 2H), 3.26(s, 6H), 1.22(s, 9H); MS (El) m/e 469 [M+] 

.. ■ S ' . 



Examples 
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44 


9d 


H- 
CH3SO2- 


7.1-7.3 (m, 6H), 6.39 (s, IH), 5.99 (bis, IH), 
4.66 (d, 2H), 4.56 (m, 2H), 3.00 (s, 3H), 1.31 (s. 
9H) 

MS (EI)m/e405 [M+] 


45 


9e 


H- 
CF3SO2- 


'HNMR(300MHz.DMSO-d6) : 5 7.90(br, IH), 
7.25(m, 8H), 4.50-4.70(br. 4H), 1.25(s, 9H) 
MS (EO m/e 459 [M+] 


46 


9f 


-H . 
-CHO 


NMR(300MHz, CDCI3) : 6 8.20-S.40(br, 
2H), 8.05(s, IH). 6.80-7.30(m, 8H), 4.52(br, 4H), 
1.19(s,9H) 

MS (EI) m/e 355 [M+] 


47 


9g 


-fT 

-C(=S)NH2 


'H NMR(300MHz, DMSO-dfi) : 5 9.64(s, IH), 
/,oo(.or, ZjH;, /./u-/.4U(m, oflj, 4.ol(br, 4H), 
I.26(s, 9H) 

MS (EI) m/e 386 [M+] 


48 


9h 


-H 
-COaEt 


'H NMR(300MHz, DMSO-dfi) : 5 9.56(s, IH), 
7.81(br, 2H), 7.15-7.45(m, 8H), 4.58(br, 4H), 
4.10(q, 2H. J=7.05 Hz), 1.25(s, 9H), 1.23(t. 3H, 
1=7.05 Hz) 

MS (EI) m/e 399 [M+] 



s 



F3' 
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S 
A. 



" 9f 




9g 



o 

X 

H3CH2CO Nj' 




S 

X 

H H 



9h 




5 Example 49: Synthesis 

l-(4-t-bntylbenzyI)-3-[2-hydroxy-4-{N-t-butoxycarbonyl)aniinobenzyl]tliiourea 

(10-4) 



of 



OH 




N 
l-Boc 



S 

H H 



10-4 
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2-Hydroxy-4-niti-obeii2aldehyde (1.67 g), t-butyldiphenylsilylchloride 
(TBDPSCl) (2.65 g) and imidazole (681 mg) were dissolved in dichloromethane (100 
ml) and the solution was stirred at room temperature for 1 8 hours. The precipitate was 
filtered off and the filtrate was concentrated under reduced pressure. The obtained 
5 residue was purifiied by column-chromatography (hexane/ethyl acetate = 3/1) to yield 
the compound 10-1 (4.00 g, 99 %). The compomid 10-1 (3.00 g) was reduced in the 
presence of palladium/carbon catalyst to yield an amine. The amine was dissolved in 
tetraliydrofiiran (15 ml) and to the solution was added B0C2O (950 mg), followed by 
stirring at room temperatiure for 18 hours. To the mixture were added water (20 ml) 

10 and ethyl acetate (10 ml). From the mixtiu*e, an organic layer was separated and an 
aqueous layer was extracted with ethyl acetate (10 ml x2). The combined organic 
layer was washed with brine, dried over magnesium sulfate and then concentrated under 
reduced pressure. The obtained residue was purified by column-chromatography 
(hexane/ethyl acetate = 3/1) to yield the compound 10-2 (380 mg, 20 %) and 10-3 (764 

15 mg, 41 %). The compoimd 10-2 was dissolved in ethyl acetate (10 ml) and to the 
solution was added t-butylbenzyUsothiocyanate (150 mg), followed by stining at room 
temperature for 18 hours. The resulting mixture was concentrated under reduced 
pressure and the obtained residue was purified by column-chi*omatography 
(hexane/ethyl acetate = 3/1) to yield thiourea compomid (300 mg, 56 %). The 
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compound (300 mg) was dissolved in THF (5.0 ml) and to the solution was added 
tetrabutylammonium fluoride (131 mg), followed by stirring at room temperature for 45 
minutes. The reaction was quenched with saturated sodium bicarbonate and an 
aqueous solution layer was exti*acted with ethyl acetate (10 ml x2). The combined 
5 organic layer was washed wiiii saLurdlcd aqueous sodium cliluude solutioii, dried over 
magnesium sulfate, and then concentrated under reduced pressure. The obtained 
residue was purified by column-chromatography (hexane/etliyl acetate = 1/1) to yield 
the compound 10-4 (52 mg, 27 %). 

NMR (300MHz, CDCI3): 5 7.35(d, >8.4Hz, 2H3, 7.20(d, >8.4Hz, 2H), 
10 7.07(dd, >2.7, 8.4Hz, IH), 6.94(d, /=8.4Hz, IH), 6.S9(d, y=2.7Hz, IH), 6.01(bs, IH), 
5.19(bs, IH), 4.83(d, J=5.7Hz, 2H), 4.15(d. >6.6Hz, 2H), 1.44(s, 9H), 1.30(s, 9H) 

Example SO: Synthesis of 

l-(4-t-butylbenzyl)-3-[2-hydroxy-4-metIianesulfoaylaminobenzyl]thiourea (10-6) 

15 



H3CO2SHN 




10-6 

Step 1: Synthesis of 
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2-(N-t-butyloxycarbonylaniino)methyl4-methaiiesuIfo^ 
xybenzene(10-5) . 

The compoimd 10-3 (700 mg) prepared by Example 49 was dissolved in 
dichlorometliane (10 ml) and the solution was cooled to O'^C, followed by adding 
5 trifluoroacetic acid (2.0 ml) thereto. The mixtme was stirred for 2 hours and 
concent-ated under reduced pressure. The obtamed residue (186 mg) was dissolved in 
THF (2.0 ml) and to the solution was added tiiethylamme (90 id), followed by stining 
for 12 hours. To the solution was added B0C2O (68 mg) and the mixture was stirred at 
room temperature for 10 hours. To the resulting mixture were added water (10 ml) 

10 and ethyl acetate (10 ml). The organic layer was separated and the aqueous layer was 
extracted with ethyl acetate (10 ml x2). The combined organic layer was washed with 
saturated aqueous sodium chloride solution, dried over magnesium sulfate, and then 
concentrated under reduced pressure. The obtained residue was purified by 
colunm-chiomatography (hexane/ethyl acetate = 1/2) to yield an alkylamme 

15 intermediate (100 mg, 69 %), protected with Boc gi'oup. The intermediate and 
triethylamine (40 jt^8) were dissolved in dichloromethane (2.0 ml) and the solution was 

cooled to O^C. To the solution was added methanesulfonyl chloride (20 /^2) and tlie 
mixture was stirred at room temperatiure for 2 hours. The water.was added.theretd to 
quench the reaction. An organic layer was separated, dried over magnesiimi sulfate, 
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and tlien concentrated under reduced pressure. The obtained residue was puiified by 
column-chromatography (hexaiie/ethyl acetate = 3/2) to yield tlie compound 10-5 (69 
mg, 60 %). 

NMR (300MH2, CDCI3): 6 7,68(m, 4H), 7.40(m; 6H), 7.12(d, J=3.0Hz, 
5 IH), 6.73(dd, /=3.0, 8.7Hz, IH), 6.40(d, /=8.7Hz, IH), 6.U4(s, IH), 4.94(bs, iH), 
4.46(d, >5.4Hz, 2H), 2.90(s, 3H), 1.48(s, 9H), 1.1 l(s, 9H). 

Step 2: Synthesis of 

l.(44-butylbenzyl)-3-[2-hydroxy-4-methaaesulfonyIaminobenzyl]thiourea (10-6) 

10 Compound 10-5 (90 mg) was dissolved in THF (2.0 ml) and to the solution was 

. added tetrabutylamnioniumfluoride (200 /^), followed by stirring at room temperature 
for 45 minutes. The reaction was quenched with saturated aqueous sodium 
bicarbonate solution and the aqueous layer was extracted with ethyl acetate (10 ml x2). 
The combined organic layer was washed with saturated aqueous sodium chloride 

15 solution, dried over magnesium sulfate, and then concentrated under reduced pressure. 
The obtained residue was purified by column-chromatography (hexane/ethyl acetate - 
1/1) to yield a phenol compound (38 mg, 71 %). The compound was dissolved in 
dicWoromethane (3,0 ml) and the solution was cooled to O^C. To the solution was 
added trifluoroacetic acid (500 fd), and the mixture was stirred for 2 hours and 
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. concentrated under reduced pressure. The concentrate was dissolved in ethyl acetate 
(2.0 ml) and to the solution was added triethylamine (16 /^), followed by stirring for 1 

hour. To the solution was slowly added a solution of t-butylbenzylisothiocyanate (25 
mg) in etliyl acetate (1.0 ml), and the mixture was stirred at room temperature for 18 
5 hours and concentrated imder reduced pressure. The obtained residue was purified by 
column-chromatography (hexane/ethyl acetate = 1/3) to yield die compound 10-6 (37 
mg,73%). 

NMR (300MHz, CDCI3): 6 7.35(d, /=8.1Hz, 2H), 7,19(d, y=8.1Hz, 2H), 
7.06(d, /=2.4H2, IH), 7,00(dd, J=2.4, 8.4Hz, IH), 6.S9(d, /=S.4Hz, IH), 6.31(bs, IH), 
10 6.23(bs, IH), 4.80(d, >6.3Hz, 2H), 4.49(bs, 2H), 2.94(s, 3H), 1.30(s, 9H) 

Example 51: Synthesis of 

l-(4-t-butylbenzyl)-3-(2,6-difluoro-3-methanesulfonylamluobenzyl)thiourea (11-2) 

F S 

15 • 

Step 1: Synthesis of 2,4-difIuoro-3-[N-(t-butdxycarbonylamino)methyl]aniline 

. (11-1) 
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2,6-Difluoro-3-iiib'obenzoiuti-ile (921 mg) and 10 % palladium/carbon (200 uig) 
were mixed in methanol (15 nil) and to the mixture was added c-HCl (900 /i£), 
followed by stining mider hydrogen atmosphere for 1 day. The mixture was diluted 
with ethyl acetate (30 ml) and filtered through ceUte pad. The filtrate was neutralized 
5 with 1 N aqueous sodium hydroxide solution and the organic layer was separated. The 
aqueous layer was extracted with ethyl acetate (10 ml ^2). The combined organic 
layer was washed with saturated aqueous sodium chloride solution, dried over 
magnesium sulfate, and then concentrated under reduced pressure. The residue was 
purified by column-chromatogi aphy (methanol/ethyl acetate = 2/1) to yield an amine 

10 salt (580 mg, 50 %). The obtamed amine salt was dissolved in tetrahydrofiiran (5.0 
ml) and to the solution was added triethylamine (700 fd% followed by stirring at room 
temperature for 12 hours. To the solution was added B0C2O (548 mg) and the mixtm^e 

' was stirred at room temperatoe for 10 hours. To the resultmg mixture were added 
water (10 ml) and ethyl acetate (10 ml) and then the organic layer was separated. The 

15 . aqueous layer was exU-ated with ethyl acetate (10 ml x2). The combined organic layer 
was washed with saturated aqueous sodium chloride solution, dried over magnesium 
sulfate, and then concentrated und^ reduced pressure. The obtained residue was 
purified by column-chromatography (hexane/ethyl acetate = 1/1) to yield intermediate 
material 11-1 (531 mg, 82 %) protected with Boc. 

105 



wo 02/16318 PCT/KRO 1/01407 

NMR (300MH2, CDCI3) 6 6.67(m, 2H), 4.86(bs, IH), 4.39(d, >4,8Hz, 
2H),3.59(bs,2H),1.44(s,9H) 

Step ■ , 2: Synthesis of 

l-(4-t-butylben2yl)-3-(2,6-difluoro-3-methaiiesulfonylaminobe^^ (1 1-2) 

Compound 11-1 (531 mg) was mesylated and treated with trifluoroacetic acid 
to remove Boo group therefrom. 4-t-butylbeiizylisothiocyanate was reacted therewith 
to yield the compound 11-2 (145 mg, 16 %). 

NMR (300MHz, CDQs): 8 7.50(dt, >5.7, 9.0Hz, IH), 7.38(d, /=8.1Hz, 

2H), 7.22(d, J5=8.1Hz, 2H), 6.90(dt, /=L8, 9.0Hz, IH), 6.41(bs, IH), 6.14(bs, IH), 
6.02(bs, IH), 4.79(4 >5.7Hz, 2H), 4.55(bs, 2H), 3.00(s, 3H), 1.32(s, 9H) 

Example 52: Synthesis of 

l-(4-t-butylbenzyl)-3-(3-methanesulfonylaminobenzyl)thiourea(12-3b) 

S 

NHSQ2CH3 

12-3b 




Step 1: Synthesis of 3-5iminomethyl-phenylamine (12-lb) 
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3-Nitrobeiizaideliyde (1.51 g) and hydroxylamine hydrochlride (1.29 g) were 
dissolved in methanol (100 ml), and to the solution was slowly added pyridine (2.37 g) 
at room temperature, followed by stiiring for 18 hours. The resulting mixtiure was 
concentrated under reduced pressure. The residue was dissolved in ethyl acetate (30 
5 ml), washed with water (10 ml x2) and saturated aqueous copper sulfate solution (10 
ml), dried over magnesium sulfate, concentrated under reduced pressure, and then the 
residue was purified by colunm-chromatography (hexaue/ethyl acetate = 3/1) to yield 
oxime (1.66 g). The obtained oxime was dissolved in methanol (20 ml) and to the 
solution was added 10 % palladium/carbon (414 mg), followed by stirring at room 
10 temperatm-e imder hydrogen atmosphere for 3 days. The reaction mixture was filtered 
to remove the precipitate and the filtrate was concentrated under reduced pressure to 
yield the compound 12-lb (643 mg, 53 %). 

• NMR(3qOMHz, DMSO-de): 5 7.08(t, 7=8 JHz, IH), 6.66(m, 2H), 6.55(d, 
/=8.1Hz,lir),2.40(bs,2H) 

15 

Step 2: . Synthesis of 

l-(4-t-butylbenzyl)-3-(3-methanesulfonylaminobenzyl^^^ 

Compound 12-lb (643 mg) was dissolved in tetrahydrofuran (6.0 ml) and to the 
solution was slowly added B0C2O (1.26 g) at room temperatiure, followed by stirring for 
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18 hours. The resulting mixture was concentrated under reduced pressure and the 
obtained residue was. purified by column-cliromatography (hexane/ethyl acetate = 2/1) 
to yield an intermediate compound (622 mg) protected witli Boc group. The 
intermediate compound and triethylamine (500 iJi) were dissolved in dichloromethane 
5 (20 ml) and the solution was cooled to 0"C. To the solution was added 
methanesulfonyl chloride (300 jjA) and the mixture was stirred at room temperature for 
50 minutes. The water was added thereto to quench the reaction. The organic layer 
was separated, dried over magnesium sulfate, concentrated xmder reduced pressxure, and 
then the residue was purified by column-chromatography (hexane/ethylacetate = 1/1) to 

10 yield the compound 12-2b (871 mg, 47 %). The compound 12-2b. was dissolved in 
dichloromethane (15 ml) and the solution was cooled to O'C, followed by adding 
trifluoroacetic acid (3.0 ml) thereto and stirring for 2 hours. The resulting mixture was 
concenti-ated under reduced pressm*e and the residue was dissolved in etliyl acetate (10 
ml), followed by adding triethylamme (140 uZ) fliereto and stining for 1 hour. To tlie 

15 solution was slowly added a solution of t-butylbenzylisothiocyanate (421 mg) in etliyl 
acetate (2 ml) and tlie mixture was stirred at room temperature for 18 hoiu-s. The 
resulting mixture was concentrated under reduced pressure and the obtained residue was 
purified by column-chromatography (hexane/ethyl aceate = 1/1) to yield the compound 
12-3b(3S5mg,95%). 
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NMR (300MHz, CDCI3): 67.33(d, J=8.4Hz, 2H), 7.25(t, J=8.1Hz, IH), 
7.1S(d, J=8.4H2, 2H), 7,13(m, 2H), 7.03(d, J=7.5Hz, IH), 6.31(bs, 2H), 4.66(d, J-5.1Hz, 
2H), 4.58(d, J=4.8Hz, 2H), 2.95(s, 3H), 1.29(s, 9H). 



uompounds i2-5a and i2-5c i2-3g of Exiimple 53 ^ Exaiiiple 59 were 
synthesized according to the synthesizing procedure as described above. 

R'' ^ 12-3 I 



Examples 


Compoun 
dsNo, 


R°= 


Spectral data 


53 


12-3a 


H 

2-NHMs 


'H NMR(300MH2, CDCI3): 5 8.13(bs, IH), 7.46(d, 
^S.lHz, IH), 7.31(m, 2H). 7.3 l(d, J=8.4Hz, 2H), 
7.17(d. ^5.4Hz. IH), 7.16(d, ^8.4Hz, 2H), 6.34(m, 
2H), 4.87(d, ^.OHz. 2H). 4.47(bs, 2H), 2.99(s, 3H), 
1.28(s,9H). 


54" 


12-3C 


H 

2-NMS2 


NMR(300MHz, CDCI3): 6 7.62(d, /=7.5Hz, 
IH), 7.47(t, >7.5Hz, IH), 7.40(t, y=8.4Hz, IH), 
7.34(d, 7=8.4Hz, 3H), 7.17(d, /=8.4Hz, 2H), 6.49(bs, 
IH), 6.31(bs, IH), 4.86(d, /=4.2Hz, 2H), 4.50(bs. 2H), 

3.43(s,6H), 1.29(s,9H). 


55 


12-3d 


H 

3-NMS2 


'H NMR(30OMHz, CDCI3): 87.43(d, >7.2Hz, IH), 
7.38(m, IH), 7.3 8(d, /=8.4Hz, 2H), 7.3 l(m, IH), 
7.29(ni, IH), 7.22(d, y=8.4Hz, 2H), 6.16(bs, IH), 
6.04(bs, IH), 4.78(d, y=5.7Hz, 2H), 4.57(bs, 2H), 
3.40(s, 6H), 1.30(s, 9H). 
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56 


12-3e 


3-NHMs 


'H NMR(300MHz, CDCI3): 57.46(d, y=8.1Hz, IH), 
7.47(d, ^8.4Hz, 2H), 7.22(d, >8.4Hz. 2H), 7.08(d, 
fi^X&i, 2H), 6.50(bs, IH), 6.12(bs, IH), 5.97(bs, 
IH). 4,71(d, /=5.4Hz, 2H). 4.57(d, ^4.8Hz, 2H). 
3.03(s,3H),1.31(s,9H). 


57 


12-3f 


4-F 

3-NIVIS2 


'H NMR(300MHz, CDCI3): 67.37(d, J=8.4Hz, 2H), 
7 36Cm 2H"> 7 24Cd J=8 4Hz ^H") 7 1 S^d /=Q ^H7 
IH), 6.20(bs. IH), 6.04(bs, IH), 4.74(d, J=5.4Hz, 2H), 
4.55(d, y=5.1Hz, 2H), 3.43(s, 6H), 1.31(s, 9H). 


58 


12-3g 


6-F 
3-NHMs 


'H NMR(300MHz, CDCI3): 67.36(d, 7=8. IHz, 2H), 
7.2S(dd, >2.4, 6.4Hz, IH), 7.21 (d, 7=8. IHz, 2H), 
7.08(m, IH), 7.00(t, /=9.2Hz, IH), 6.88(bs, IH), 
6.34(bs, IH), 6.18(bs, IH), 4.76(d, y=5.7Hz, 2H). 
4.55(d, y=4.5Hz. 2H), 2.97(s. 3H), 1.30(s, 9H). 
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NHSQzCHa 



12-3e 



B Pi " 



NCSOjCHah 



12-3f 




12.3g 



5 Example 59: Synthesis of 

l-(4-t-butyl-2-methoxybcn2yl)-3-(4-methanesuIfonylaininobenzyl)thiourea(13-4a) 



OCH3 



H3CO2SHN 




13-4a 



10 



Step 1: Synthesis of 4-t-butyl-2-methoxybenzomtrile (13-2a) 

4-t-Butyl-2-hydroxybenzonitrile (1.16 g) and potassium carbonate (376 mg) 

111 



Wb02/l(;318 PCT/KRO 1/01407 

were dissolved in dimefhylfoimamide (4 ml) and to the solution was added dropwise 
iodomethane (226 id), followed by stirring at SOf^C for 2 hours. The resulting mixture 

was filtered to remove the remaining potassium carbonate and concentrated under 
reduced pressure. Hie obtained residue was purified by coliimn-chromatogi'aphy 
5 (hexane/ethyl acetate = 10/1) to yield the compoimd 13-2a (167 mg, 97 %). . 

*H NMR(300MHz, CDCI3) : 57.45(d, IH, /=8.0Hz), 7.01(dd, IH, 7=1.7, 
8.2Hz), 6.94(d, IH, J=1.5 Hi), 3.92(s, 3H), U 

Step 2: Synthesis of 4-t-butyl-2-methoxybenzylamine (13-3a) 
10 Lithium aluminium hydride (50 mg) was suspended in ether (2 ml) and the 

suspension was cooled to O^C. To the suspension was added dropwise a solution of the 
compound 13-2a (167 mg) prepared by Step 1 in ether (2 ml) and tlie mixture was 
refluxed for 2 hours. After the completion of the reaction, the reaction solution was 
basified with 5 N aqueous sodium hydroxide solution. Then, aqueous Rochel solution 

15 was added thereto and stirred for 1 hour, at room temperature. Then, resulting mixture 

y - ■ ■ • 

was extracted with ether (50 ml x 3) and concentrated mider reduced pressure to yield 
the compound 13-3a (120 mg, 71 %). The following Step 3 was proceeded using the 
compound 13-3a which was not purified. 
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Step 3: Synthesis of 

l-(4-t-butyl-2-methoxybenzyl)"3-(4-niethanesulfonylaminoben^ (13-4a) 

The compound 13-3a (132 mg) prepai'ed according to tlie same procedure as 
described in Step 2 was dissolved in dichloromethane (5 ml) and to the solution were 

mg) in order, followed by stilting at room temperature for 3 hours. The reaction 
solution was evaporated under reduced pressure and the obtained residue was purified 
by colmnn-chromatography (hexane/ethyl acetate = 2/1) to yield the compound 13-4a 
(190mg,70%), 

10 NMR(300idHz, CDCI3) : 67.11-7.32(m, 5H), 6.96(d, IH, J=7.0Hz), 6.82(s, 

IH), 4.67(s, 2H), 4.45(s, 2H), 3.62(s, 3H), 3.00{s, 3H), L2(s, 9H) ; MS (FAB) m/e 
436[M^+1] 

Compounds of Example 60 69 are shown in the Scheme 13. In Step 1 of the 
15 Examples, compounds 13-2b ^ 13-2k were synthesized according to the similar 
procediure as described in Step 1 of Example 59, and properties and spectral data thereof 
are shown in below table. And in Step 2 of flie respective examples, amines were 
synthesized according to the similar procedure as described in Step 2 of Example 59, 
and the following Step 3 were proceeded using the obtained amine compounds which 
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was not purified. In the Example 60/- 69, the final compounds 13-4b ^ 13-4k were 
synthesized according to the similar procedure as described in Step 3 of Example 59 
except that amines prepared by Step 2 were used, and properties and spectral data 

thereof are shown in below table. : ... 

or" 



13-2b- 13-2k 



Examples 
-step 


Compou 


R" 


Spectral data 


60-1 


13-2b 


elliyl 


H NMR(300MHz, CDQa) : 57.45(d, IH, >8.1Hz), 
6.98(dd, IH. J=1.7, 8.1Hz), 6.92(d, IH, 1.5Hz), 4.15(q, 
2H, >6.8Hz); 1.46(t. 3H, y=7.1Hz), 1.30(s, 9H); MS 
(FAB)m/e450[M*+l] , 


61-1 


13-2C 


n-propyl 


'H NMR(300MHz, CDCI3): 57.45(d, IH, J=8.3Hz), 
6.98(dd, H, ^=1.7, 8.2Hz). 6,91 (d, IH, J=1.7Hz), 4.02(t, 
2H,^.6Hz), 1.78-1.92(m, 2H), 1.30(s, 9H), 1.07(t, 3H, 
7.3H2) 


62-1 


13-2d 


n-butyl 


NMR(300MHz, CDCI3): 57.44(d, IH, /=8.0Hz), 
6,98(dd, IH, ^1.7, 8.0Hz); 6.92(d, IH, /=1.5Hz), 
4.04(t, 2H, J'=3.4Hz), 1.70-1.88(m, 2H), 1.40-l,62(m, 
2H), 1.30(s, 9H), 0.97(t, 3H, ^7.3Hz) 


63-1 


13-2e 


n-pentyl 


'H NMR(300MHz, CDCI3): 57.44(d, IH, y=8.0Hz), 
6.98(dd, IH, /=1.7. 8.0Hz), 6.91(d, IH, /=1.7Hz), 
4.05(t, 2H, ' /=6.6Hz), 1.84(m, 2H, /=6.8Hz), 
1.34-1.53(m, 4H), 1.30(s, 9H), 0.92(t, 3H. >7.1Hz) 
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64-1 


13-2f 


isopropyl 


'H NMR(300MHz, CDCI3): 57.44(d, H, J=8.0Hz), 
6.97(dd, IH, /=1.7, 8.0Hz). 6.94(d, IH, J=1.7Hz), 
4.65(m, lH,/=5.9Hz), 1.38(d, 6H,y=6.1Hz), 1.29(s, 9H) 


65-1 


13-2g 


isobutyl 


NMR(300MHz, CDCI3) : 67.45(d, IH, y=8.3Hz), 
6.8(dd, IH, J=1.7, 8.0Hz). 6.90(d, IH, J=1.5Hz), 3.81(d. 
2H, J=6AHz), 2.08-2.20(m, IH), 1.30(s, 9H), 1.06(d, 
6H,>6.8Hz) 


66-1 


13-2h 


neo-pentyl 


■'H 2SIMR(300MHz, CDCI3) : 67.45(d, IH, y=8.0Hz), 
6.98(dd, IH, >1.7, 8.0Hz), 6.89(d, IH, 1.7Hz), 3.68(s, 
2H), 1.30(s, 9H), 1.08(s, 9H) 


67-1 


13-2i 


MOM 


'H NMR(400MHz, CDCI3) : 67.5 l(d, IH, ^S.lHz), 
7.19(dd, IH, >1.5, 5.2Hz), 7.10(d, IH, J=1.6Hz), 
5.31(s, 2H), 3.56(s. 3H), 1.34(s, 9H) 


68-1. 


13-2j 


methoxyet 
hoxymeth 

yi 


'H NMR(300MHz, CDCI3) : 57.45(d, IH, y=7.8Hz), 
7.02(d, IH, >1.7Hz), 6.99(dd, IH, /=1.7, 3.0Hz), 
4.23(t, 2H, J=4.6Hz), 3.80(t, 2H, ^.5Hz), 3.47(s, 3H), 
1.29(s,9H) 


69-1 


13-2k 


benzyl 


'H]SIMR(300MHz, CDCI3) : 67.50-7.27(m, 6H), 7.02(d, 
IH, 7=0.7Hz), 6.98(dd, IH, 7=1.7, 5.3Hz), 5.21(s, 2H), 
1.25(s, 9H), 3.47(s, 3H) 



s or" 



MsHN 




Examples 
-step 


Compou 
nds 




Spectral data 
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60-3 


13-4b 


ethyl 


'H NMR(300MHz, CDCI3) : 67.01-7.10(m, 5H), 6.91(d, 
IH, >7;6Hz), 6.77(s, IH), 4.64(s, 2H), 4.42(s, 2H), 
3.87(q, 2H. J=7.1Hz), 2.94(s, 3H). 1.15-1 .24(m, 12H); 
MS(FAB)ni/e450[M'+l] 


61-3 


13-4C 


n-propyl 


'HNMR(300MHz, CDCI3) : 67.06-7.20(m, 5H), 6.95(dd, 
IH, J=1.7. 7.9Hz"). 61fd IH .^1 5Hz^ 4 6Sr'5 2TT> 
4.44(s, 2H). 3.80(t. 2H, /=6.6Hz), 2.98(s, 3H), 
1.52-1.74(m. 2H), 1.29(s. 9H). 0.95(t, 3H, ^7.6Hz); MS 
(FAB) m/e 464 \W+\] 


62-3 


13-4d 


n-butyl 


'H MMR(300MHz. CDCI3) : 57.08-7.33fm. 5ff) 6 96fd 
IH, J'=7.8Hz). 6.83(s. IH), 4.68(s, 2H), 4.47(s, 2H), 
3.85(t, 2H. >6.8Hz), 2.98(m, 3H), 1.39-1.80(m, 4H), 
1.29(s, 9H), 0.91(t, 3H, >7.3Hz); MS (FAB) m/e 478 
[M*+l] . 


63-3 


13-4e 


n-pentyl 


'H NMR(300MHz, CDCI3) : 6.05-7.35(ra, 5H), 
6.75-7.00(m, 2H), 4.61 (s, 2H), 4.49(s. 2H), 2.96(s, 3H), 
1.55-1.70(m, 2I-I), 1.10-1.4S(m, 13H), 0.92(t, 3H, 
>7.1Hz); MS (FAB) m/e 492 [M*+l] 


64-3 


13-4f 


isopropyl 


'H NMR(300MHz. CDQs) : 67.06-7.37(m, 5H), 6.95(dd, 
H, .>=1.7, 7.8Hz), 4.69(s, 2H), 4.33-4.60(m, 3H), 2.97(s, 
3H), 1.29(s, 9H), 1.23(d, 6H, J=6.1Hz); MS (FAB) m/e 
464 0^4^+1] 


65-3 


13-4g 


isobutyl 


n NMR(300MHz, CDCI3) : o7.06-7.33(m, 5H), 6.95(d, 
IH, /=S.0Hz), 6.81(d, IH, /=1.7Hz), 4.68(s, 2H), 4.48(s, 
2H), 3.62(d. 2H, y=6.3Hz), 2.98(s, 3H), 1.30(s, 9H), 
0.96(d, 6H, J=6.8Hz); MS (FAB) m/e 478 [M*+l] 


66-3 


13-4h 


neo-pent 

yi 


'H NMR(300MHz, CDCI3) : 57.04-7.21(m, 5H), 6.95(d, 
IH. /=8.1Hz), 6.82(d. IH, /=1.7Hz), 4.68(s, 2H), 4.53(s, 
2H). 3.54(s, 2H), 2.97(s. 3H), 1.30(s, 9H), 0.99(s, 9H); 
MS(FAB)m/e492[M*+l] 


67-3 


13-4i 


1 

MOM : 


H NMR(300MHz, CDCI3) : 66.96-7.30(m, 7H), 5.06(s, 
IE), 4.66(5, 2H), 4.51(s, 2H), 3.39(s, 3H), 2.98(s, 3H), 
L.28(s, 9H); MS (FAB) m/e 466 [M*+l] 


68-3 


13-4j 


1 

methoxy 

ethoxym 
ethyl \ 


H NMR(300MHz, CDCI3) : 57.10-7.37(m, 5H), 6.98(d, 
H, y=7.8Hz), 6.85(s, IH), 4.68(s, 2H), 4.61(s, 2H), 
k00-4.15(m, 2H), 3.60-3.75(m. 2H), 3.30(s, 3H), 2.97(s, 
\E), 1.28(s, 9H); MS (FAB) m/e 480 [M*+l] 
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69-3 


13-4k 


benzyl 


'HNMR(400MHz, CDCI3) : 57.50-6.95(m, 12H), 5.01(s, 
2H), 4.68-4.40(m. 4H), 3.00(s, 3H). 1.33(s, 9H); MS 
(FAB)m/e512[M*+l] 



5 
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H3CO2SH 



l3-4j 



0CH3 




H3CO2SHN 



13-4k 




Example 



70: 



Synthesis 



of 



l-(2-acetpxymethyl-4-t-butylbenzyO-3K4-methanesaIfonykmmobenzeiie)tIiiourea 
(13-9a) 



H3CO2SHN 



13-9a 




Step 1: Synthesis of 4-t-butyl-2-trifluoromethanesulfonyloxybenzomtrile (13r5) 
4-t-butyl-2-hydroxybenzonitrile (800 mg) was dissolved in dichloromethane 
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(16 ml) and cooled to 0 **C. To the solution were added tiiethylamine (663 id) and 
trifluoromethanesiilfonic anhydride (764 lA) in order, followed by stirring for 1 hour. 
The reaction solution was evaporated under reduced pressure and the obtained residue 
was purified by coluim-chromatography (hexane/ethyl aceate = 10/1) to yield the 
5 compoimd 13-5 (1.30 g, 93%). 

* NMR(300MHz, CDCI3) : 87.67(d, IH, /=8.0Hz), 7.49(dd, IH, J=L7, 
8.3Hz), 7.43(d, IH, y=1.5Hz), 1.34(s, 9H) ' " . 

Step 2: Synthesis of methyl 5-t-butyl-2-cyanobenzoate (13-6) 
10 The compound 13-5 (1.30 g) prepared according to the same procedure as 

described in . Step 1 was mixed with palladium acetate (28 mg) and 
l,r-bis(diphenylphosphino)ferrocene (141 mg), and the atmosphere of the reactor was 
brought into an atmosphere of carbon monoxide. To the mixture was added 
dimethylsulfoxide (25 ml) to dissolve the mixture. To the solution was added 
15 triethylamine (1.77 ml) and methanol (3.42 ml) successively witli stirring and the 
mixtm-e was stirred at 50^*0 for 4 hom*s. The resulting mixture was filtered to remove 
the catalyst, and the filtrate was evaporated under reduced prssure. The obtained 
residue was purified by colimm-chromatography (hexane/ethyl acetate = 20/1) to yield 
the compound 13-6 (400 mg, 44 %). 
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NMR(300MHz, CDCI3) : 58.13(d, IH, >2.0Hz), 7.72(d, IH, 7=8.1H2), 
7.64(dd, IH, 7=^.2, 8.2Hz), 3.99(s, 3H), 1.34(s, 9H) 

Step 3: Synthesis of (2-amiiiomethyl-5-t-butylphenyl)methanol (13-7) 
5 Lithium aiuminium hydride (105 mg) was supended in ether (3 mi) and the 

suspension was cooled to 0**C. to ttie suspension was added dropwise a solution of the 
compound 13-6 (140 mg) prepared by Step 2 in ether (4 ml) and the mixture was 
refluxed for 2 hours. After the completion of the reaction, the reaction mixture was 
basified with 5 N aqueous sodium hydroxide solution, followed by adding aqueous 
10 Rochel solution thereto and then stirrmg for 1 hour. Then, the resulting mixture was 
extracted with ether (50 ml x 3) and concentrated under reduced pressure to yield the 
compound 13-7 (320 mg, 90 %). The following Step 4 was proceeded using the 
compound 13-7 which was not purified 

15 Step 4: . . Synthesis of 

1 -(4-t-butyl-2-hydroxymethylbenzyl)-3-(4-methanesulfohylaniinobenzyl)tluo^^ 
(13-8) 

The compound 13-7a (320 mg) prepared according to the same procedure as 
described m Step 3 was dissolved in dichloromethane (7 ml) and to the solution were 
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added triethylamine (231 fd) and 4-methanesulfonaminobeiizylisothiocyanate (401 

mg) successively, followed by stinmg at room temperature for 3 hours. The reaction 
solution was evaporated under reduced pressure and the obtained residue was purified 
by column-chfomatography (hexane/eliiyl acetate 1/1) to yield the compound 13-8 
5 (460m&64%). 

NMR(300MHz, CDCI3) : 67.38-7.00 (m, 7H), 4.75-4.60(m, 4H), 4.50(s, 
2H), 2.92(s, 3H), 1.25(s, 9H) 

Step 5: Synthesis of 

10 l-(2-acetoxyinethyl-4-t-butyIbenzyl)-3-(4-methanesulfonyIaminobenzene)tliiourea 
(13-9a) 

1,3-Dicyclohexylcarbodiimide (68 mg) was dissolved in dichloromethane (1 
ml), and the solution was stiixed and cooled to. 0"C. To the solution were added 
dropwise a mixed solution of the compound 13-8 (130 mg) prepared according to the 
15 same procedure as described in Step 4 and 4-(dimethylamino)pyridine (4 mg) in 
dichloromethane (3 ml), followed by adding acetic acid (34 fd) thereto. The mixtm-e 

was stin-ed at room temperature for 12 hours and concentrated under reduced pressure. 
The obtamed residue was purified by column-chromatograpohy (hexane/ethyl acetate = 
3/2) to yield the compound 13-9a (52 mg, 37 %). 
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'H NMR(300MHz, CDCI3).: 67.40-7.06(m, 7H), 5.10(s, 2H), 4.68(s, 4H), 
2.30(s, 3H), 2.01(3. 3H). 1.30(s. 9H) ; MS (FAB) ni/e 478 [M*+l] 

Example 71: Synthesis of 

l-(2-trimethylacetoxymethyl-4-t-butylbenzyl)-3-(4-methanesulfonylainiiioben2ene) 

thiourea (13-9b) 



H3CO2SHN 




13-9b 



Conqjound 13-9b (110 mg, 71 %) was synthesized by reacting compound 13-8 
(130 mg) with trimethylacetic acid (45 mg) according to the similar procedure as 
described in Step 5 of Example 70. 

'H NMR(300MHz, CDCb) : 57.43-7.07(m, 7H). 5.10(s, 2H). 4.72(s, 2H), 

4.66(s, 2H), 2.97(8, 3H), 1.29(s, 9H), 1.12(s, 9H) ; MS (FAB) m/e 520 [1^+1] 
Example 72: Synthesis of l.(4-t-butylbenzyl)-3-(4-methylthiobenzyl)thioiirea (14-3) 
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S 



H3CS' 




14-3 

Step 1: Synthesis of 2-(4-inethylthiobenzyl)isoindol-l,3-dione (14-1) 
(4-methylthio)benzylaIcohol (1.54 g) was dissolved in anhydrous 
tetrahydrofuran (10 ml) and to the solution were added phthalimide (1.47 g) and 
triphenylphosphine (2.62 g). To the mixture was slowly added dropwise a solution of 
diisopropylazodicarboxylate (DIAD) (2.02 g) in anhydrous tetrahydrofuran (4 ml), 
while the mixture was stiired at room temperature. After 18 hours, tlie reaction 
mixture was concenti*ated and the residue was purified by column-chromatography 
(hexane/ethyl acetate = 5/1) to yield a white solid (2.00 g, 71 %). 

NMR(300MHz, CDCI3) : 6 7.86-7.68(m, 4H), 7.38-7.35(m, 2H), 
7.22.7.18(m, 2H), 4.79(s, 2H), 2.44(s, 3H) 

Step 2: Synthesis of l-(4-t-butylbenzyl)-3-(4-methylthiobenzyl)thiourea (14-3) 
2-(4-methylthiobenzyl)isomdoM,3-dione (14-1) (1.67 g) was dissolved in 
ethanol (10 ml) and to the solution was added hydrazine hydrate (300 mg), followed by 
refluxing. After 24 hours, the resulting mixture was diluted with dichloromethane (50 
ml) and washed with 2 N hydrochloric acid solution. An organic layer was washed 
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with aqueous sodium cliloride solution, dried over anhydrous magnesium sulfate, 
concentrated under reduced pressure. The residue was piuified by 
coluninrchromatography to obtain a liquid (0.8 g). The obtained liquid mixture (400 
mg) was dissolved in dichloromethane (20 ml) and to the solution was added 

r- if X 1 ^i;_-x1_i X_ /A CA ~\ C^'\y^i-wte%.A f •-if-J-i-i-I-»-i rr r»f v/trNVVi ^A-mt^a^f l ti-a "fVN-l- 0/1. 

O *f-l-UUiyiUCllZ,yUSULmUUyttU(ltO \\J.J^ 5;, xunuwwu. i/y l>ha4.iai5 m awwia* uv^xAi^w 1*1.1*1 w *w* 

hours. The reaction mixture was concentrated and the residue was pmified by 
column-chromatography (dichloromethane) to yield the compound 14-3 (0.52 g, 56 %) 
as a white sohd. 

NMR(300MII2, CDCI3) : 5 737-7.15(m, 8H), 6.00(brs, 2H), ^ 

10 4H),2.47(s,3H),1.31(s,9H) 

Example . 73: Synthesis of 

l.(4-t-butylbenzyl)-342-(4-methylthiazol-5-yl)ethyl]thiourea(14-6) 




15 

Step 1: Synthesis of 5<2-methylsulfonyloxyeth)4)4-niethylflu^ 
2-(4-methylthiazol-5-yl)ethanol (5.01 g) was dissolved m dichloromethane (100 
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ml) and to the solution was added triethylamine (5.06 g), followed by adjusting the 
temperature of reactor to 0**C. To the obtained solution was added dropwise 
methanesulfonyl chloride (4.58 g), and the mixture was stiired for 21 hours while 
allowed to warm up to room temperature. The reaction solution was washed witli 
5 water, concentrated under reduced pressure, and then purified by 
column-chromatography (hexane/ethyl acetate = 1/3) to yield 
5-(2-methylsulfonyloxyethyl)-4-methylthiazole* (5.18 g, 67 %) as a pale yellow liquid. 

NMR(300MHz, CDCI3) : 5 8.63(s, IH), 4.37(t, 3H, J= 6Hz), 3.23(t, 3H, J= 
6HzX 2.97(s, 3H), 2.43(s/3H) 

10 

Step 2: Synthesis of 2-[2<4-melhylthia2ol-5-yl)ethyl]isoindol-l,3-dione (14-4) 
5-(2-metliylsulfonyloxyethyl)-4-methylthiazoie (4.17 g) was dissolved in 
dimethylformamide (20 ml) and to the solution was added potassium phthalimide (3.84 
g), followed by stirring at for 5 hours. The mixture was concentrated under 
15 reduced pressure and water was added thereto to form precipitate. The resulting 
mixture was filtered to collect tlie precipitate. The obtained precipitate was dissolved 
in dichloroniethane. The solution was dried over anhydrous magnesiima sulfate, 
concentrated, and then crystallized (dichloromethane/petroleum ether) to yield the 
compound 14-4 (3.77 g, 74 %) as a pale yellow solid. 
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'H NMR(300MHz, CDCI3) : 6 8.57(s, IH), 7.86-7.70(in, 4H). 3.91(t, 3H, J= 
6Hz), 3.18(t, 3H, J= 6Hz). 2.38(s. 3H) 

Step 3: . Syntliesis of 

5 l-(44.butylben2yl)-3-[2K4-methyltluazol-5-)d)ethyI]tMomea(14-6) 

2-[2-(4-methyltliiazol-5-yl)ethyl]isoindol-l,3-dione (3 g) was dissolved in a 
mixture of methanol (10 ml) and tetrahydrofliran (10 ml) and to the solution was added 
dropwise hydrazine hydrate (610 mg), foEowed by stirring for 20 hours. To the 
obtained solution was added 2 N aqueous hydrochloric acid solution (6 ml), and the 
10 mixture was stirred for 3 hours and concentrated under reduced pressure to obtain 
reaction mixtioe (3.5 g) as a yeUow solid. The obtained mixture (140 mg) was 
dissolved in dimethylformamide (5 ml) and to the solution were added 
4-t-butylbenzylisothiocyanate (0.2 g) and a small amount of triethylamine, followed by 

stirring at room temperature for 21 hours. ' The resulting mixture was diluted with 
15 dichloromethane, waslied with water, dried, concentrated under reduced pressure, and 
tlien purified by column-chromatography (hexane/ethyl acetate = 1/1) to yield the 
. compound 14-6 (0.07 g) as a liquid. 

NMR(300MHz, CDCI3) : 6 S.53(s,lH), 7.38-7.18(m, 4H), 6.25(brs, IE), 
5 77(brs, IH), 4.49(s,2H), 3.78-3.73(m, 2H). 3.08(t, 2H, J=6Hz), 2.36(s, 3H), 1.31(s, 
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9H) . ... 

Example 74: Synthesis of 

l-(4-t-butyIben2yl)-3-((2-chloro-5-pyndmyl)methyl)tMotuxa(H 



S 




14-9 



Step 1: Synthesis of ((2-chloro-5-pyridinyl)methyl)is6indol-l,3-dione (14-7) 
2-chloro-5-chIoroinethylpyridine (5 g) was dissolved in dimethylformaniide (60 
ml) and to the solution was added phthalimide (6.29 g), followed by stirring at room 
temperature for 17 hours. Hie solvent of the reaction solution was removed under 
reduced pressure and the residue was extracted with water and dichloromethane to yield 
a white solid (6.2 g, 74 %). 

NMR(300MHz, CDCI3)' : 6; 8.50-8.49(m, IH), 7.88-7.72(m, 5H), 
7.30-7.26(m, IH), 4.83(s, 2H), 2.44(s, 3H) 

Step 2: Synthesis of 

H4-t-butylbenzyl).3-((2-chloro-5-pyridinyl)methyl)thiourea (14-9) 
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((2-cMoro-5-pyridmyl)methyl)isoindol4,3--dione (4.7 g) was dissolved in 
naethanol (100 ml) and to the solution was added hydrazine hydrate (7.7 ml), followed 
by stirring at room temperature for 2 hours. The reaction slolution was extracted witli 
water and dichloromethane and concentrated under reduced pressure to obtain a liquid 

O gj. XilC UUUlUiCU U4UiU illlA.I.UJLl^ \y\3 "A^y vrt*M v**Mww*Fw«. *** — . ^- , 

and to the solution was added 4-t-butylbenzylisotbiocyanate (95 mg), followed by 
stiiring at room temperature for 24 hours. , The reaction mixture was concentrated and 
purified by colunm-chromatography (hexane/ethyl acetate = 2/1) to yield the compound 
14-9 (45 mg, 28 %) as a white solid. 
10 'H NMR(300MHz. CDCI3) : 6 8.16-8.l5(m, IH), 7.61-7.57(m, IH), 

7.38-7.18(m, 4H), 6.48(brs. 2H). 6.21(brs, 2H), 4.74(d. 2H, J=5.7Hz), 4.54(d,2H. 
J=4.5Hz),1.29(s,9H) 

Example 75: Synthesis of 

15 i-(4-t-butylbenzyI)-3-(2-(thioinorpholiii-4Tyl)etbyI)thiourea (15-3) 



s-^ S 

H H y 




15-3 
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Step 1 : Synthesis of 2-(2-thiomoi5)holin4-yl)ethyl)isoindol-l,3-dione (15-1) 
Thiomoipholine (3.75 g) was dissolved in acetone (100 ml) and to the solution 
were added anhydrous potassium carbonate (5.52 g) and 2-(broinoethyl)phthalimide 
(9.22 g), followed by refluxing for 26 hours. The obtained 'mixture was filtered, 
5 concentrated, and then dissolved in dichlorometbane. The solution was washed with 
. water, dried, concentrated under . reduced pressrure, and then purified by 
column-chromatography (hexane/ethyl acetate = 1/1) to yield the compound 15-1 (2 g, 
20 %) as ayellow solid. 

NMR(300MHz, CDCI3) : 6 7.87-7 JO(m, 4H), 3.80(t, 2H, J=6.6Hz), 

10 2.79-2.57(m, lOH) 

Step 2: Syntliesis of 

l-(44-butylbenzyl)-3<2-(thiomoipholin-4-yl)ethyl)thiourea(15-^^ 

2-(2-thiomorpholin-4-ylethyl)isoindol-l,3-dione 15-1 (2.76 g) was dissolved in 
15 a mixture of methanol (20 ml) and tetrahydro&ran (20 ml) and to the solution was 
added dropwise hydrazine hydrate (550 mg), followed by stirring for 21 hours. To 
the obtained solution was added 2 N aqueous hydi-ochloric acid solution (6 ml), and the 
mixture was stin-ed for 3 hours and then concentrated under reduced pressure. To the 
concentrate was added water (15 ml) and the imdissolved material was filtered off 
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The filtrate was concentrated to obtain reaction mixture (1.62 g) as a solid. The 
obtained mixture (150 mg) was dissolved in diniethylformamide (5 ml) and to the 
solution was added 4-t-butylbenzylisothiocyanate (210 mg) and a small amount of 
trietliylamine, followed by stuxing at room temperature for 23 hours. Th^ resulting 
mixture was diluted with dichloroniethane. washed with water and conoentrated imder 
reduced pressure. The residue was purified by column-chiomatography (hexane/ethyl 
acetate = 1/3) to the compound 15-3 (0. 12 g) as a white solid. 

NMR(300MHz, CDCI3) : 5 7.42-7.26(m, 4H), 6.32(brs, IH). 4.60(s,2H), 
3.40(s, 2H), 2.62-2.20(m, lOH), L32(s, 9H) 

Example 76: Synthesis of l-(furan-2-ylmethyl)-3-(4-methoxybenzyl)thiourea (16-1) 



S 




16^1 

Furan-2-ylmetliylamine (190 mg) was dissolved in dimethylformamide (5 ml) 
and to the solution were added . tiiethylamuie (200 mg) and 
4-methoxybeiizylisothibcyanate (360 mg), followed by stirring at room temperature for 
24 hours. Then, the resulting mixture was diluted with ethyl acetate, washed wifli 
water, dried, and concentrated under reduced pressure. The residue was purified by 
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colunin-cliromatography (hexane/ethyl acetate '= 1/1) to yield the compound 16-1 (0.5 g, 
90 %) as a liquid. . 

NMR(300MHz, CDCI3) : 5 7.33-7.32(m, IH), 7.23.7.19(in, 2H), 

6.89-6.85(in, 2E), 6.32-6.23(m, 2H), 6.20(brs,lH), 6.05(brs,lH), 4.67-4.64(m, 2H), 
5 4.55-4.53(tn, 2H), 3.80(s, 3H) 

Example 77: Synthesis of l-(4-t-butylben2yl)-3-(furaii-2-ylmethyl)thiourea (16-2) 
16-2 

Furaii-2-ylmetIiyIamine (0.58 g) was dissolved in dichloromethane (50 ml) and 
10 to the solution was added 4-t-butylbenzylisothiocyanate (1 .23 g), followed by stirring at 
room temperature for 8 hoxurs. Then, the resulting mixture was diluted with ethyl 
acetate, washed with water, dried, and concentrated under reduced pressure. The 
residue was puiified by column-chromatography (dichloromethane) to yield the 
compound 16-2 (1.57 g, 87 %) as a liquid. 
15 NMR(300MHz, CDCI3) : 6 7.37-7.20(m, 5H), 6.31-6.29(m, IH), 

6.21-6.19(m, IH), 6.10(brs,lH), 4.65-4.63(m, 2H), 4.58-4.50(m, 2H), 1.30(s, 9H) 
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Example 78 - Example 121 

Compounds of Example 78 r- Example 121 ai-e shown in the Scheme 16. The 
compounds were synthesized according to the similai- procedure as described in 
Example 76 or Example 77, and properties and spectral data are shown in below table. 



Type A 




S 



Type B 



S 

or H H l!^^ 

Type C 




Examples 


Compounds 


R= 


Types 


Spectral data 


/ O 






B 


NMROOOMHz, CDCI3) : 6 7.34-7.18(m. 6H). 
6.31-6.28(m. IH), 6.21-6.20(m. IH), 5.92(brs,2H), 
4.60-4.50(m, 2H), 3.75-3.65(m, 2H), 2.91(t, 2H, 
J=6.6Hz) 


79 . 


16-4 


(f 


A 


NMR(300MHz. CDCI3) : 6 8.41-8.39(ni, IH). 
7.70-7.64(m. IH). 7.38-7.17(111, 6H). 4.73(m.2H), 
4.64(m, 2H). L31(s, 9H) 


80 


16-5 




B 


*H NMR(300MHz. CDCb) : 6 8.41-8.38(m, IH), 
7.72-7.66{m. IH), 7,34-7.05(m. 9H), 4.69(m.2H). 
3.77{m. 2H), 2.96(t. 2H. J=6,9Hz) 


81 


16-6 




A 


*H NMR(300MHz, CDCI3) : 6 8.52-8.48(m. 2H). 
7.63-7.59(m, IH). 7.39-7.35(m. 2H), 7.24-7.20(m, 
3H). 6.22(brs, IH). 5.95(brs, IH), 4.79-4.76(rn, 
2H). 4.57-4.55(m.2H), 1.31(s. 9H) . 


82 


16-7 


a' 


A 


'H NMROOOMHz. CDCll,) : 6 8.51-8.49(m. ^H). 
7.40-7.37(m, 2H). 7,25-7.21(m. 2H), 7,10-7.07(m. 
2H). 6.30(brs, IH). 6.00(brs. IH). 4.80-4.77(m. 
2H), 4,58-4.56(m,2H). 1.31{s. 9H) 
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16-8 




A 


*H NlVIR(300MHz. CDCI3) : 5 8.16-8.14(m. IH), 
7.62-7.55(m. IH). 7,37-7.22(m. 4H). 7.16-7,05(m,. 
2H). 4.54(m. 2H). 3.91(m. 2H), 3.04(t. 2H. 
J«6Hz). 1.32(s, 9H) 


84 


16-9 




B 


^H NMR(300MHz, CDCI3) : 6 8.41-8.38(m, IH), 
7.66-7.60(m. IH), 7.33-7.13(m. 7H), 6,31(br. 2H), 
3.87(m. 2H). 3.66(m. 2H), 3.04(t. 2H. J=6Hz). 
2,92(t. 2H. J=6.9Hz), 
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16-10 




A 


^H NMR(300MHz, CDCI3) : 6 7.37-7.1'9(m. 6H), 
7.12-6.99(m. 2H), 6,ll(brs. IH), S.OUbrs. IH), 
4.75-4.73(m. 2H). 4.57-4.55(in. 2H). 1.31(s. 9H) 



133 
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Examples 


Compounds 


R= 


Types 


Spectral data 


86 


16-11 




A 


NMR(300MHz, CDCI3) : 6 7.38-r6.88(m, 8H). 
6,14(brs. IH). 5,96(brs. IH). 4.70-4.67(m. 2H). 
4.57-4.55(m, 2H). 1.31(s, 9H) 


R7 
Of 


1 K-1 9 

JLO lu 






NMROOOMHz, CDGI3) : 6 7.37-7.33(m, 2H), 
7.20-7, 16(m. 4H), 7,01-6.95(m, 2H), 6.07(brs, IH). 
6.00(brs. IH), 4.63-4.54(m. 4H). 1.31(s, 9H) 


88 


16-13 




A 


NMROOOMHz, CDCI3) : S 7.39-7.35(m. 2H), 
7.23^7. ly^m, i»ri), /,iU D.yUkm, 4rlA D.Uo^Drs, in;, 
5.85(brs, IH). 4.69-4.66(m. 2H), 4.56-4.53(m, 2H), 


89 


16-14 


F . 


A 


H NMRCoUUMriz, • 0 /.4U /.oKm, ^ri;, 
7.24-7.21(m. 3H), 6.73-6.66(m. 2H), 6.24(brs. IH), 
5,90(brs. IH). 4.74-4.71(m. 2H). 4.56-4.54(m. 2H), 
1.31(s. 9H) 


90 






A 


NMROOOMHz CDCla) ^ 6 7.39-7. 36{m, 2H), 
7.24-7.22(m. 2H), 7.02-5.94(m, 3H), 6.16{brs, IH). 
5.92(brs. IH). 4.78-4.76(m. 2H). 4.55-4.54(m. 2H). 
l.SKs, 9H) 


91 . 


16-16 




A 


'H NMROOOMHz, CDCI3) : 6 7.38-7.20(111, 5H). 
6.90-6,74(m, 2H). 6.10(brs. IH). 5,91(brs. IH). 
4.75-4.72(m, 2H), 4.55-4.50(in, 2H). l.SKs. 9H) 


92 


16-17 




A 


'H NMR(300MHz, CDCJ3) : 6 7.38-7.34(m. 2H). 
7.27-7.20(m. 3H), 6.91-6.85(m, 2H). 6.05(brs. IH). 
6.02(brs. IH), 4.71-4.70(m. 2H). 4.61-4.60(m. 2H). 
1.31(s.9H) 
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Compounds 
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Spectral data 


93 


16-18 


"it 


A 


'H NMROOOMHz. CDCls) : 6 7.39-7.35(m. 
2H). 7.25-7.20(m. 3H), 7.15-7.05(m, IH), 
6.95-6.85(m. IH), 6.16(brs, IH), 5.88(brs. 
IH), 4.80-4.78(m. 2H). 4.53-4.51(m. 2H). 
1.31(s. 9H) 


94 


16-19 




A 


'H NMR(300MHz. CDCI3) : 6 7.39-7.35(m. 
2H), 7.25-7.06(m, 3H). 6.86-6.78(m. IH). 
6.14(brs. IH). 5.95{brs. IH), 4.79-4.76(m, 
2H). 4.56-4.50(m. 2H). 1.31(s. 9H) 


95 


16-20 


F 


A 


'H NMR(300MHz, CDCI3) : 6 7.39-7.35(m. 
2H), 7.26-6.98(m. 6H), 5.97(brs. IH). 
5.68(brs, IH), 4.51-4.49(in, 2H), 3.75-3.74(m, 
2H), 2.94(t. 2H. J=6.6H2). 1.32(s. 9H) 


96 


16-21 




A 


'H NMROOOMHz. CDCI3) : 6 7.38-7.19(m. 
6H). 6.92-6.84(m. 2H). 6.03(brs, IH). 
5.59(brs. IH). 4.46(m, 2H), 3.78(m. 2H). 
2.89(t. 2H. J=6.6Hz), 1.32(s. 9H) 


97 


16-22 




A 


'H NMROOOMHz, CDCI3) : 6 7.37-6.92(m, 
8H), 5.94(brs. IH), 5.58(brs, IH), 4.46(m, 2H), 
3.73(m, 2H). 2.85(t, 2H, J=6Hz), 1.32(s, 9H) 


98 


16-23 




A 


'H NMROOOMHz. CDCI3) : 6 7.40-7.35(m. 
2H). 7.19-7.16(in. 2H). 7.10-6.83(m. 3H). 
6.08(brs. IH), 5.58(brs. IH), 4.47-4.44(m, 
2H). 3.77-3.70(m, 2H). 2.84(t, 2H. J=6.9Hz). 
l.SKs, 9H) 
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Examples 


Compounds 




Types 


Spectral data 


99 


16-24 




A . 


'H NMROOOMHz, CDCI3) : 6 7.38-7.34(m. 2H). 
7.19-7.16(m, 2H), 7.08-7.04(m, 2H), 6.84- 
6.80(m. 2H), 5.90(brs. IH). 5.62(brs, IH). 4.48- 
4.46(m, 2H), 3.79(s, 3H), 3.70-3.68(m. 2H). 
2.81(t. 2H, J=6.6Hz). 1.31(s, 9H) 


100 


16-25 




A 


'H NMROOOMHz. CDCI3) : 6 7.37-7.33(m. 2H), 
7.22-7.15(m. 3H). 6.79-6.71(m. .3H). 5.93(brs. 
IH). 5.64(brs. IH), 4.47-4.45(m, 2H). 3.79(s. 
3H). 3.78-3.72(m. 2H). 2.85(t. 2H. J=6.6Hz). 
1.31(s. 9H) 


101 


16-26 


OCHs 


A 


'H NMROOOMHz. CDCI3) : 6 7.39-7.35(m, 2H). 
7.25-7. 18(m, 3H), 7.10-7.07(m, IH). 6.92- 
6.87(m. IH), 6.82-6.79(m, IH). 6.23(brs, IH). 
6.04(brs. IH). 4.60-4.59(m. 2H). 3.61(s. 3H). 
3.61-3.50(ra. 2H). 2.89(t, 2H, J=6.9Hz). 1.32(s. 
9H) 


102 


16-27 




A 


'H NMROOOMHz, CDCI3) : 5 7.36-7.33(m, 2H), 
7.18-7.15(m, 2H), 6.79-6.75(m, IH), 6.69- 
6.66(m. 2H). 6.03(br3. IH), 5.77(brs, IH). 4.48- 
4.46(tn. 2H), 3,84(s. 3H), 3.83(s, 3H), 3.72- 
3.70(m, 2H), 2.81(t, 2H. J=6.9Hz), 1.30(s, 9H) 


103 


16-28 


OCH] 


A 


'H NMROOOMHz. CDCI3) : 6 7,37-7.33(m, 2H). 
7.20-7. 17(m. 2H). 6.48(s, 2H). 6.00(brs. 2H). 
4.60-4.55(m. 4H). 3.82-3.79(m. 9H). 1.30(s. 
9H) 



H3CO. 



16-24 




HaCO" 



S 

16-25 




H H 

16-26 




H3C 



16-27 
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Examples 


Compounds 


R= 


Types 


Spcotral dota 


104 


16-29 




A- . 


NMRCaOOMHz/CDCla) : 6 7.83-7.79(m. 
2H), 7.39-7. 18(m. 6H). 6.13(brs. IH). 
5.71(brs, IH), 4.85(s. 2H). 4.50(m, 2H). 
3.80-3.75(m, 2H), 2.97(t. 2H. J=7.2H2), 
L31(s. 9H) 


105 


16-30 




A 


NMR(300MH2, CDCW : 6 7.40-7.35(m. 
2H). 7.20-7.16(m. 2HX 6.78-6.75{m. IH), 
6.66-6.65(m, IH). 6.58-6.54(in, IH). 
5.94(brs. IH), 5.67(brs, IH). 4.48-4,46(m. 
2H). 3,65-3.64(m. 2H), 2.74(t, 2H, 
J=6.6Hz), 1.31(s. 9H) • 


106 


16-31 




C 


NMROOOMHz. CDCI3) : 5 7.56(brs, IH). 
7.41-7.25(m. 4H). 6.63(brs. IH). 4.86(d. 
2H. J=6Hz), 3.90-3.86(m, 2H), 3.63- 
a55(m. 2H), 2.98-2.93(m. 2H), 2.67- 
2.60(m. 2H). 1.33(s, 9H) 


107 


16-32 




A 


NMR(300MHz. CDCI3) : 5 7.29-7.32 (m, 
2H). 7.21 (d, 2H. 8.0 Hz), 6.39 (br s, 
IH). 4.55 (br s, 2H), 2,86-2.94 (m. 6H). 
2.42 (t. 2H. 7= 5.4 Hz), 2.29 (t. 2H, 4.7 
Hz). 1.24 (s, 9H) 


108 


16-33 


CP" 


B 


NMR(300MHz. CDCI3) : 6 7.34-7.20(m. 
5H), 6.29(s, IH). 3.80-3.70(m, 2H). 3.60- 
3.50(m. 4H). 3.40-3.30(m. 2H), 2.96(t, 2H, 
J=6.9Hz). 2.51-2.35(m, 6H) 


109 


16-34 




A 


'H NMROOOMHz, CDCI3) : 6 7.40'7.26(m. 
4H). 6.40(brs, IH), 4.63(m, 2H). 3.50- 
3.30(m, 6H). 2.52-2.36(m. 6H). 1.31(s. 9H) 


110 • 


16-35 




A 


'H NMR(3Q0MHz. CDCI3) : 6 7.37-7.26(m. 
4H), 6.40(brs, IH). 4.68(m. 2H), 3.34(m. 
2H), 2.42(t, 2H,J=5.1Hz). 2.30(m.4H). 
l,60(m.2H).1.30(s. 9H),1.29-1.09(m,4H) 


111 


16-36 




A 


*H NMROOOMHz. CD3OD) : 5 7.57 (d. IH. J 
= 1.0 Hz). 7.32-7.36 (m. 2H). 7.21 (d. IH. J 
= 8.6 Hz), 4.63 (br s. 2H). 3,72 (br s. 2H). 
2.83 (t. 2H, J = 7.1 Hz). 1.29 (s. 9H) 


112 


16-37 




A 


^H NMR(300MHz. CDCI3) : 6 7.97(brs, IH). 
7.59-7.56(m, IH), 7.38-7.09(m. 8H), 
6.96(brs. IH), 5.85(brs. IH). '5.72(brs. IH). 
4.40(m, 2H). 3.79(m. 2H), 3.04(t, 2H. 
J=6.6Hz). 1.30(s. 9H) 



140 
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Compounds 


R= 


Types 


Spectral datd 


113 . 


16-38 




B 


7.60-7.05(m, 9H), 5.67(brs, IH). 5.51(brs. IH). 
3.68(m. 2H), 3.54(m, 2H), 3.03(t. 2H. J=6.6Hz). 

2.75(t, 2H, J=6.6H2) , 


114 


16-39 




A 


H NMKwUUMrlZ, k^uk^v^) • 0 i.Dc, ^.ioviu, 
9H), 5.10-4.90(m. 2H). 4.60-4.55{m. 2H), 

2.67(brs, 2H), 1.25(s. 3H) 


115 


16-40 


O2N 


A 


NMROOOMHz, CDCI3) : 6 8.70(brs, IH), 
8.14-8.09(m, IH), 7.38-7.20(m. 5H). 6.42- 
6.30(m, 2n), o.yitbrs, In;, 4.0(5^.m, ^n;, o./a 
3.66(m. 4H), 1.30(s, 9H) 


116 


16-41 




A 


^H-NMR(300MHz, CDCI3) : 5 7.37-7.47 (m, 
2H). 7.21-7.24 (d. 2H, M 8.3H2), 6.70-6.78 
(m. 3H), 5.98 (s, 2H). 4.57-4.60 (br, 4H). 1.35 

(s. 9H) 


117 


16-42 




A . 


H-NMR(300MHz, acetone-do) • 0 /.JdU is, 
IH). 7.32 (dd, 2H, /= 1.9. 6.3 Hz), 7.22 (d, 2H, 
y= 8.5 Hz). 7.05 (s. IH). 6.86 (s. IH), 4.66 (br 
s, 2H), 4.01 (t. 2H, 7=7.1 Hz), 3.50 (t. 2H. 7 = 
6.6 Hz), 1.99-2.(Jo (m, in), L.i'i is, yn) 


lis 


16-43 




A 


'H-NMR(300MH2, CDCI3) : 6 7.32-7.35 (m. 
2H). 7.11-7.18 (m. 3H). 6.88 (dd. IH. J= 3.4. 
5.1 Hz), 6.74 (d. IH. /= 2.9 Hz). 6.09 (br s. 
IH), 5.75 (br s. IH), 4.44 (br s, 2H), 4.08 (t. 
2H. /= 7.3 Hz). 3.07 (t. 2H. /= 6.6 Hz). 1.29 
(s. 9H) 


119 


16-44 




A 


'H-NMR(300MHz, CDCla) : 6 7.36-7.39 (m. 
2H). 7.21-7.26 (m. 3H). 6.94-6.96 (m. 2H). 
6.24 (br s, IH). 6.04 (br s, IH), 4.88 (d, 2H. 
4.8 Hz), 4.57 (br s. 2H). 1.33 (s. 9H) 


120 


16-45 




A. 


•H NMR (CDCI3) 5 7.37(m. 2H). 7.23(m. 2H). 
4.45(bs, 2H). 3.50(m.2H), 2.73(m. 2H). 2.50(bs. 
IH). 2.21(s, 3H), 2.13(in. IH). l.S8(m. 3H). 
1.68(m. 4H). 1.30(s, 9H) 




16-38 



16-39 
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16-40 



s 



H H 

16-42 




f-s s 



H H I! 



16-43 



s 

\J H H 0 




16-44 



16-45 




5 Example 121 : Synthesis of l-(4-t-bBtylbenzyI)-3-(2-pyridinyJ)tl»iourea (16-46) 



16-46 




2-ammopyridine .(86 was dissolved in acetonitrile (10 ml) and to the 
solution were added 4-t-butylbenzylisothiocyanate (190 mg)aiidtrietliylaniine (140 id), 

10 followed by refluxing for 27 hours. The resulting mixture was extracted with wat^ 
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and dichloromethane, dried, concentrated under reduced pressure, and then crystallized 
(dichloromethane/petroleum ether) to yield the compound (90 mg, 33 %) as a white 
soUd. 

'HNMR(300MHz, CDCI3) : 6 11.99(brs, IH), 8.13-8.11(ni, IH), 7,67-7.61(m, 

5 IH), 7.41-7.27(m, 4H), 6.96-6.92(m, IH), 6.68-6.64(m, IH), 4.99-4.96 (m. 2H), 1.32(s, 
9H) 

Example 122: Synthesis of 

l-(4-t-butyIbenzyI)-3-((2-hydroxy-l-methyl-2-phenyl)ethyl)thiourea (16-47) 

10 




16-47 

Phenylpropanolamme hydrochloride (100 mg) was dissolved in 
dimethylformamide (5 ml) and to the solution was added txiethylamine (80 id), 
followed by stirring for 30 minutes. To the obtained reaction mixture was added 
15 t-butylbenzeneisothiocyariate (135 mg), and the mixture was stirred for 4 hours, diluted 
with water (20 ml), extracted with dichloromethane (30 ml x3), dried over magnesium 

sulfate, and then flitered. The filtrate was concentrated under reduced pressure and the 
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obtained residue was purified by column-chromatography (ethyl acetate/hexane = 1/3) 
to yield flie compQund 16-47 (15S» mg, 83.7 %). 

NMR(300MHz, CDCb) : 67.32(iQ, 9H), 6.65(brs, IH), 5.69(d, IH, 
J=7.8Hz), 4.92(s, IH), 4.57(s. 2H). 2.66(s, IH), 1.5S(s, IH). 1.31(s, 9H), 0.98(d, 3H, 

f- T rkTT_\ 

Example 123: Synthesis of l-(4-t-butylbenzyl)-3-(lH-pyrrol-2-ylmethyl)thiourea 

a7-i) 



s 




Step 1: Synthesis of :lH-pyrrol-2-caiboxaldehyde oxiine 
Pyrrole-3-carboxaldehyde (120.4 mg) was dissolved in metlianol (4 ml) aiid to 
the solution were added hydroxylamine hydrochloride (106 mg) and sodium acetate 
(127 mg), followed by stirring for 1 hour. The resuhing mixture was extracted with 
15 ethyl acetate, and then dried over anhydrous magnesium sulfate. The filtrate was 
concentrated under reduced pressui*e, and then column-chromatographed (ethyl 
acetate/hexane = 1/3) to yield the compound (122 mg, 100 %). 
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^HNMR(300MHz, CD3OD) : 6 7.19(s, IH), 6.92 (t, IH, 7= 2.1 Hz), 6.52 (q, 
IH, 7= 3.7 Hz), 6.15 (q, IH, 3.7 Hz) 

Step 2: Synthesis of (lH-pyiTol-2-yl)methylamme hydrochloride 
lH-pyrrol-2-carboxaldehyde oxime (60 mg) prepared according to the same 
procedure as described in Step 1 was dissolved in methanol (2 ml) and to tlie solution 
were added a catalytic amount of 10 % palladium/carbon and concentrated hydrochloric 
acid (100 /d\ followed by stining at room temperature mider hydrogen gas atmosphere 
for 1 hour. The resulting mixture was diluted with ether, and then filtered through 
celite. The filtrate was concentrated under reduced pressure to yield 
(lH-pyrrol-2-yl)methylamine hydrochloride (60 mg, 100 %). 

NMR(300MHz, CD3OD) : 6 6.78 (q, IH, J= 4.2 Hz), 6.23 (s, IH), 6.10 (q, 
lH,/=5.9Hz),4.08(s,2H) 

Step 3: Sythesis of l-(4-t-butylbenzyl)-3-(lH-pyirol-2-yhnethyl)thiourea (17-1) 
(lH-pyrrol-2-yl)methylaraine hydrochloride (60 mg) prepared according to the 
same procedure as described in Step 2 was dissolved in dichloromethane (2 ml) and to 
the solution was added 4-t-butylbenzylisothiocyanate (155 mg), followed by stirring at 
room temperature for 1 hour. The resulting mixture was concentrated under reduced 
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pressure and the obtained residue was column-cliromatographed (ethyl acetate/iiexane = 
1/3) to yield the compound 17-1 (120 mg, 65 %). 

^H-NMR(300MH2, CD3OD) : 5 7.23-7.35 (t, 2H, 7 = 7.4 Hz). 7.18-7.21 (d, 
2H, /= 8.5 Hz), 6.65 (d, IH, /= 2.2 Hz), 5.97-5.98 (d, 2H, J= 2.0 Hz), 4.61 (br, 4H), 

Example 124: Synthesis of 

l-(4-t-butylbenzyl)-3-(l-metbyl-lH-pyrrol-2-yl)inethytt^ (17-2) 




17-2 

10 

Step 1: Synthesis of methyHH-pyrrol-2-carboxaldehydeoxime . . 

Methyl-2-pyrrolecaxboxaldehyde (5 g), hydroxylamine hydrochloride (9.55 g) 

and sodium acetate (1 1.28 g) were dissolved in methanol (100 ml) and the solution was 

refluxed for 12 hours. Aftre confirming the completion of the reaction using TLC, the 

15 resulting mixture was purified by coluimi-chromatography (ethyl acetate/hexane = 3/1) 

to yield the compound (5.01 g, 88 %) as a brown solid. 

. . NMR (300MHz, CDCI3): 6 7.40(s, IH), 7.31(m, IH), 6.70(m, IH), 6.23(m, 
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lH),3.74(s,3H) ' 

Step 2: Synthesis of (l-methyl-lH-pyrrol-2-yl)methylaniine 
Sodium borohydride (310 mg) was diied under vacuum and anhydrous 
5 tetrahydro&ran (30 ml) was added thereto thi'ough an injector, followed by adjusting 
the temperature down to -15°C. To the mixture at -IS^'C was added a solution of 
methyl-lH-pyrrol-2-carboxaldehyde oxime (500 mg). and nickel (II). chloride, 
hexahydrate (catalytic amount) in anhydrous methanol (30 ml) and the mixture was 
stirred, followed by sturing at room temperatm-e for 12 hours. After confirming tihie 
10 completion of the reaction, the resulting mixtuie was filtered and the obtained brown oil 
was purified by column-chromatography (ethyl acetate) to yield 
(l-mehtyl-lH-pyrrol-2-yl)methylamine (275 mg, 62 %) as solid. 

NMR (300MHz. CDCI3): 5 6.63(m, 1H)» 6.1 l(m, 2H), 3.94(m, 2H), 
3.72(brs,2H),3.64(s,3H) 

15 \ ; • 

/ •• ■ '■ ■ - ' 

. Step . 3: Synthesis of 

l-(4-t-butylben2yl)-3-(l"m.ethyl-lH-pynrol-2-yl)methyl^^ 

(l-methyl-lH-pyrrol-2-yl)methylamine (65 mg) and 

4-t-butylben2ylisotliiocyanate (120 mg) were dissolved in ethyl acetate (30 ml) and the 
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solution was stirred for 12 hours. After the . completion of the reaction, the resulting 
mixture was purified by column-chromatography (ethyl, acetate/liexane = 1/3) to yield 
the compound 17-2 (140 mg, 75 %) 

NMR (SOOIvfflz, CDCI3): 6 7.36(m, 2H), 7.19(m, 2H), 6.58(na, IH), 
o.iQ(Drs, iJtij, o.ui(ra, znj, D,oii'(Drs, 1x1;, h.oj^^u, -^xi, j=z, 1x1:6;, *fr.^z\^u, z,xz, j--6.*tixz,;, 
3.52(s,3H),1.31(s,9H) 

Example 125: Synthesis of l"(l-methyl-lH-pyrrol-2-ylmethyl)-3-phenethylthiourea 
(17^3) 




17-3 



- (l-methyl-lH-pyrrol-2-yl)methylamine- . (65 mg) * and 

(2-isothiocyanatoethyl)benzene (100 mg) were dissolved hi ethyl acetate (20 ml) and 
the solution was stirred for 12 hours. After the completion of the reaction, the 
resulting mixture was purified by column-chromatography (ethyl acetate/hexaue = 1/3) 
to yield the compoundl7-3 (97 mg, 60 %) as a brown Uquid. 

NMR (300MHz, CDCI3): 5 7.25(m, 5H), 6.60(m, IH), 6.02(m, IH), 5.97(s. 
IH), 4.51(brs, 2H), 3.69(brs, 2H), 2.87(t, 2H. J=6.9Hz) 
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Example 



126: 



Synthesis 



of 



l-(4-t-butylbenzyl)-3-(5-nitrothiophen-2'ylinethyI)tIuourea(17-4) 



S 



.O2N 



X 




17-4 



5 



. Step 1; Synthesis of 5-nitrothiophen-2-carboxaldehyde oxime 



5-Nitrothiophen-2-carboxaldehyde oxime (yield: 85 %, pale yellow solid) was 



synthesized according to the similar procedure as described in Step 1 of Example 124 



^HNMR (300MHz, CDCI3): 5 8.21(s, IH), 7.91(d, IH, J=2.1Hz), 7.85(d, IH, 
10 J=2.25Hz), 7.76(s, IH), 7.26(s, IH), 7.11(d, IH, J=2.1Hz) 

Step 2: Synthesis of (5-nitrolhiophen-2-jd)metfaylamine 

Sodium borohydride (132 ra^ was dried under vacuum and then anhydrous 
tetrahydrofuran (30 ml) was added thereto through an injector, followed by adjusting 
15 the temperature down to --15**C. To the mixture at -15**C was added a solution of 
5-nitrothiophen-2-carboxaldehyde oxime (200 mg; synthesized in Step 1) and nickel 
chloride (H) hexaliydrate (catalytic amount) in anhydrous methanol (20 ml), and the 
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mixture was stiired for 12 houis. After confirming the completion of the reaction, the 
resulting mixture was filtered to obtain the compound as a brown liquid. 

Step 3: Synthesis ofl-(4-t-butylbenzyl)-3-(5-nitrothiophen-2-ylinethyl)thiourea 

I'lT /t\ o 

The compound 17-4 (yield: 40 %, yellow solid) was synthesized by reacting tiie 
compound prepared in Step 2 with 4-t-butylbenzylisothiocyanate according to the 
similar procedure as described in Step 3 of Example 124. 

'H -mR (300MHz. CDCI3): 6 7.71(d, IH, J=1.95Hz), 7.37(m, 2H). 7.23(m. 
2H), 6.85(d, IH, J=1.95Hz), 6.59(brs, IH). 6.30(brs. IH). 4.96(d, 2H, J=3Hz);4.55(br8. 
2H), 1.29(s, 9H) 

Example 127: Synthesis of 

l-(4-t-butylbenzyr)-3-(2-methyl-pyridin-3-ylraethyl)thiourea(18-5) 

S . ■ ^ ■ 




18-^5 

Step 1: Synthesis of (2-methylpyridm-3-yI)meflianol (18-2) 
Ethyl 2-methylnicotmate 18-1 (257 mg) was mixed with dichloromethane (4 
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ml) and to the mixture at -78*'C was added dropwise 1 M diisobutyl aluminium hydride 
(4 ml), followed by stiiring for 1 hour. The reaqtion was quenched with methanol and 
to the mixture was added aqueous Rochel solution (20 ml), followed by stirring for 2 
hours. The resulting mixture was extracted with dichlorometliane, dried over 
5 anhydrous magnesium sulfate, and concentrated under reduced pressure. The residue 
was coiumn-chromatographed (ethyl acetate/hexane = 1/1) to yield the compound 18-2 
(166mg,87%). 

NMR(300MHz, CDQa) : 6 8.34 (d, IH, J= 3.4 Hz), 7.74 (d, IH, / = 7.6 
Hz), 7.15 (dd, IH, y= 5.1 Hz, 7.8 Hz), 4.70 (s, 2H), 3.21 (br, IH), 2.51 (s, 3H) 

10 

Step 2: Synthesis of (2-methylpyridin-3-yI)methylaminophthaUmide (18-3) 
Compound 18-2 (166 mg) prepared in Step 1 was dissolved in tetrahydrofuran 
(4 ml) and to the solution were added phthalimide (401 mg) and tripbenylphospliine 
(716 mg), followed by adding dietliylazodicarbonate (0.24 ml) thereto and stirring for 
15 30 minutes. After the completion of the reaction, the resulting mixture was 
concentrated under reduced pressure and the obtained residue was 
coiumn-chromatographed (ethyl acetate/hexane = l/l) to yield the compound 18-3 (300 
mg, 88 %). 

^H NMR(300MHz, CDCI3) : 6 8.40 (dd, IH, J = 1.7 Hz, / = 3.2 Hz), 
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7.87-7.83 (m, 2H), 7.76-7.72 (m, 2H), 7.61 (d, IH, 6.6 Hz), 7.10 (dd, IH, J= 4.9 Hz, 
J= 7.8 Hz) 4.S0 (s, 2H), 2.72 (s, 3H) 

Step 3; Synthesis of 

The compound 18-3 (19 mg) prepared in Step 2 was dissolved in ethaiiol and to 
the solution was added a drop of methylamine. After stirring the mixture at 55°C for 
30 hours, t-butylbenzylisothiocyanate (62 mg) was added tiiei'eto, and the mixture was 
stirred at room temperature for 1 hour. The resulting mixture was concentrated under 
10 reduced pressure and the obtained residue was colimin-chromatographed 
(methanol/dichloromethane == 1/10) to yield tlie compound 18-5 (26.2 mg, 100 %). 

^H NMR(300MH2, CDCI3) : 6 8.56-8.55 (m, IH), 8,37-8.30 (m, IH), 

7.75-7.67(m, IE), 7.40-7.10 (m, 4H). 4.74 (s, 2H), 4.44 (s, 2H), 3.05 (s, 3H). 1.30 (s, 
9H) 



15 



Example 128: Synthesis of l-(lH-inda2ol-5-yl)-3-pheuethylthiourea (19-1) 



H H 




" 19-1 
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Step 1: Synthesis of S-amino-lH-indazole 

5-Nitro-lH-indazole (20 mg) was dissolved in methanol (1 ml) and to the 
solution was added a. catalytic amount of palladium/carbon, followed by stirring at room 
temperature imder hydrogen gas atmosphere for 30 minutes. The resulting mixture 
5 was diluted witii ether, filtered through celite, and then concentrated under reduced 
pressure to yield 5-amino-lH-indazole (16 mg, 100 %). 

*H NMR(300MHz, CD3OD) : 6 . 7.78 (s, IH), 7.32 (d, IH, J= 8.7 Hz), 
7.01-6.95 (m,2H) 

10 . Step 2: Synthesis of l-(lH-indazol-5-yl)-3-phenethylthiourea(l^ 

5-Ammo-lH-indazole (9 mg) jprepared according to the same procedure as 
described in Step 1 was dissolved in dichloromethane (1 ml) and the solution was 
stirred at room temperature for 3 hours. The resulting mixture was concentrated under 
reduced pressure and the obtained residue was column-chromatographed eluting with 
15 ethyl acetate/hexane (1/2) to yield the compound 19-1 (10 mg, 60 %). 

NMR(300MHz, CD3OD) : 6 7.99 (d, IH, 1.0 Hz), 7.51-7.47 (m, 2H), 
7.27-7.13 (m. 6H), 3.78 (tj 2H, J= 6.8 Hz), 2.90 (t, 2H, J= 7.3 Hz) 

Example 129: Synthesis of l-(4-t-butylbenzyI)-3-(lH-indazolyl)thiourea (19-2) 
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N-s^ S 

" 19-2 



Compound 19-2 (25 mg, 65 %) was synthesized using 5-amino-lH-indazole 
(15 mg) and t-butyibenzylisodiiocyanate (30 mg) according to the similar procedure as 
described in Step 2 of Exmaple 128. 

'HNMR(300MHz, CD3OD) : 6 7.99(s, IH), 7.65 (s. IH), 7.50 (d. IH, J= 8.8 
Hz), 7.33-7.21 (m, 5H), 4.73 (brs, 2H), 1.27 (s, 9H) 



Example 130: Synthesis of 

l-(4-t-butyIbenzyl)-3-(2-fluoro-4-methanesulfonyloxybenzyl)thiourea(20-2a) 




HaCOjSC 

20-2a 



Step 1: Synthesis of 3-fluoro-4-(N-t-butyloxycarbonylaminomethyl)phenol 
(20-la) and 3-fluoro-4-(N-t-butyloxycarbonylaminomethyl)phenol t-butyloxycarbonyl 
ether (20-lb) 
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2-Fluoro-4-hydroxybenzonitriIe (686 mg), niclcel cMoride (II) (1.18 g) and 
B0C2O (2.18 mg) were dissolved in methanol (40 ml) and the solution was cooled to 0°C. 
To the solution was slowly added sodium borohydride (1.32 g), and the mixture was 
stilted at 0®C for 10 minutes and flien at room temperature for 24 hours. The resulting 

5 mixtiu-e was concentrated under reduced pressure and to the concentrate were added 
ethyl acetate (60 ml) and sodium borohydride (300 mg), followed by filtering. The 
filtrate was extracted twice with ethyl acetate. The total filtrate was concentrated 
under reduced pressure, and then purified by column-chromatography (hexane/ethyl 
acetate = 3/1) to yield the compound 20-1 a (134 mg, 1 1 %) and 20-lb (710 mg, 42 %). 

3 20-la: NMR (300MHz, CDCI3) 6 7.11(t, /=8.2Hz, IH). 6.62(bs, IH), 

6.61(d, /=9.6Hz, 2H), 4.91(bs, IH), 4.24(d, /=4.SH2, 2H), 1.46(s, 9H) 

20-lb: NMR (300MHz, CDCI3) 5 7.37(t, y=8.3Hz, IH), 6.93(m, 2H), 
4.88(bs, IH), 4.32(d,/=5.7Hz, 2H), 1.55(s, 9H), 1.44(s, 9H) 

' Step 2: Synthesis of 

l-(4-t-butylbenzyl)-3-(2-fluoro-4-methanesulfonyloxyben2yl)thiourea(20-2a) 

Compound 20-la (134 mg) prepared in Step 1 was dissolved in 
dichloromethane (2 ml) and to the solution at 0°C were added dropwise 
methanesulfonyl chloride (44 ^li) and pyridine (45 id), followed by stirring at room 
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temperature for 24 hours. The resulting mixture was concentrated under reduced 
pressure and the obtained residue was purified by column-chromatography 
(hexane/ethyl acetate = 3/1) to obtain methanesulfonyl compound (55 mg, 3 1 %). The 
obtained compound was dissolved in dichlorormethane (2.0 ml) and the solution was 

cooled to n®ri. fnllnwftH hv affHino tn fin nmnn.RHn aoiH /'TOO ttO\ tfiPrA+n onH e+i't-n'-nry ^Vm- 

2 hours. The resulting mixture was concentrated under reduced pressure and dissolved 
in dimethylfonnainide (5.0 ml). To the solution was added triethylamine (30 id) and 
the mixure was stirred for 1 hour. To the obtained solution was added 
4-t-butylbenzyIisothiocyanate (40 mg) and the mixture was stured at room temperature 
for 18 hours. The resulting mixture was concentrated under reduced pressure and the 
obtained residue was purified by column-cliromatography (hexane/ethyl acetate = 2/1) 
to yield the compound 20-2a (61 mg, 85 %). 

NMR (3O0^4Hz, CDCI3) 5 7.43(t, \^:8.7Hz, IH), 7.37(d, >8.lHz, 2H), 
7,22(d, 7=8.1Hz, 2H), 7.02(m, 2H), 6.20(bs, IH), 6.00(bs, IH), 4.79(d, >5.4Hz, 2H), 
4.53(d, /=4.2H2, 2H), 3.16(s, 3H), 1.31(s, 9H). 

Example 131: Synthesis of l-(4-t-butylbenzyl)-3-(2'fluoro-4-hydroxy)thiourea 
(20.2b) 
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20^2b 



The compound 20-lb (710 mg) prepared in Step 1 of Example 130 was 
dissolved in dichloromethane (10 ml) and the solution was cooled to 0**C, followed by 
adding trifluoroacetic acid (1.0 ml) tiiereto and stirring for 2 hours. The resulting 
5 mixture was concentrated under reduced pressm-e and part (21 1 mg) of tlie obtained 
residue was dissolved in dimethylformamide (5.0 ml). To the solution was added 
triethylamine (120 /d) and the mixture was stirred for 1 hour. To the obtained 

solution was slowly added 4-t-butylben2ylisothiocyanate (170 mg) and the mixtiu:e was 
stirred at room temperature for 18 hours. The resulting mixture was concentrated 
10 under reduced pressure and purified by column-chromatography (hexane/ethyl acetate = 
1/1) to yield the compound 20-2b (196 mg, 68 %). 

NMR (300MHz, CDCI3): 6 7.35(d, >8.4Hz, 2H), 7.20(d, ^8.4Hz, 2H), 

7.13(t, y=8.4Hz, IH), 6.54(m, 2H), 6.08(bs. IH), 6.02(bs, IH), 5.75(bs, IH), 4.59(m, 
4H), 1.31(s.9H) 
15 . 

Example 132: Syntbesis ' of 

l-(4-t-butylbenzyl)-3-[(6-methanesulfonylaminopyri(liii-2-yI)methyl]tbiourea 
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(21-7) 

s 

H3CO2SHN N^^A^ 
y H H 

21-7 

Step 1: Synthesis of 2,2-dimethyl-N-(6-methyl-2-p}Tidinyl)propaiiearaide 
(2M) ' 
5 2-amino-6-picoline (26 g) was dissolved in dichloromethane (280 ml) and the 

reactor- was cooled to (fC, followed by adding triethylamine (30 g) thereto. To the 
obtained solution was slowly added dropwise a solution of trimethylacetylchloride (31.8 
g) in dichloromethane (20 ml) and the mixture was stirred at room temperature for 3 
hours. The resulting mixture was filtered, wadied with water, dried over anhydrous 
10 magnesium sulfate, concentrated under reduced pressure and then crystallized 
(dichloromethane/petroleum ether) to yield a pale yellow soUd (38 g, 82 %). 

Step 2: : Synthesis of 

N-[6-(bromomethyl)-2-pyridinyl]-2,2-dimethylpropaneamide (21-2) 
15 2,2-dimethyl-N-(6-methyl-2-pyridinyl)propaneamide (21-1) (32 g) and 

N-bromosuccinunide (29.6 g) were added to carbon tetrachloride (300 ml) and to the 
mixture was added AIBN (15 mg), followed by reluxing for 20 hours under light 
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emitted by 500W lamp. The resulting mixture was cooled to room temperature, 
filtered, and concenfrated under reduced pressure! The residue was purified by 
column-chromatography (hexane/ethyl acetate = 10/1) to yield the compound 21-2 (1.94 
g, 5 %) as a pure white solid. 
5 ^HNMR(300MHz, CDCI3) : 6 8.20-S,17(m, IH), 8.00(brs, IH), 7.72-7.66(m, 

IH), 7.16-7.13(m, IH), 4.42(s, 2H), 1.34(s, 9H) 

Step 3: Synthesis . of 

N-[6- {(1 ,3-dihydro- 1 ,3-dioxo-2H-isoindol-2-yl)melhyl} -2-pyridinyl]-2^ 
10 aneamide (21-3) 

N-[6-(bromomethyI)-2-pyridinyl]-2,2-dimethylpropaneamide (21-2) (1.9 g) was 
dissolved in dimethylfonnamide (20 ml) and to the solution was added potassium 
phthalimide (1.43 g), followed by . stirring at room temperature for 24 hours. The 
resulting mixture was concenti-ated under reduced pressure and extrated with water and 
15 . dichloromethane. An organic layer was concentrated under reduced pressure to yield 
the compound 21-3 (2.27 g, 96 %) as a bright yellow solid. 

NMR(300MHz. CDCI3) : 6 8.15-8. 12(m, IH), 7.92-7.74(m, 4H), 
7.66-7.60(m. IH), 7.00-6.97(in. IH), 4.90(s, 2H), 1.29(s, 9H) 
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Step 4: Synthesis of 

2-[(2-amino-6-pyridinyl)methyI]-lH-isoindol-^ (21-4) 

N-[6- {(1 .3-dihydro-l ,3-dioxo-2H-isoiiidol-2-yl)metliyl} -2-pyridinyl]-2,2-dimet 
hylpropaueamide 21-3 was dissolved in ethanol (20 ml) and to the solution was added 

c »««H*.»»,^^««4-M J /o r^ii* i i... .n - r ^ i to.- .i-x..v. .j 

solution was basified with ammonia solution, extracted with dichloromethane, and then 
dried over anlaydrous magnesium sulfate. The residue was concentrated under reduced 
pressure and purified by column-chromatography (hexane/ethyl acetate = 1/1) to yield 
die compound 21-4 (400 mg, 23 %) as a pale yellow solid, 
10 NMR(300MHz. CDCI3) : 5 7.90-7.71(m, 4H), 7.38-7.32(m, IH), 

6.59-6.56(m, IH), 6.37-6.33(m, IH), 4.83(s, 2H), 4.36(brs, 2H) 

Step . 5: Synthesis of 

2-[(2-methanesulfonylamino-6-pyridinyl)methyl]-lH-isoindol-l,3(2H)"dione (21-5) 
15 The compound 21-4 (200 mg) prepared in Step 4 was dissolved in 

dichloromethane (10 ml) and to the solution were added trietliylamine (130 id) and 

methanesulfonyl chloride (67 ju£), followed by stirring at room temperature for 24 

hours. Tlie resulting mixture was extracted with water and dichloromethane, dried, 
concentrated under reduced pressure, and then crystallized (dichlqrometliane/petroleum 
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Step 6: Synthesis of 

l-(4-t-biitylbe]izyI)-3-[(2-methanesulfonylamino-6-pyridinyl)methyl]tliioi^^ (21-7) 
5 The compound 21-5 (220 mg) prepared in Step 5 was dissolved in methanol (5 

ml) and to the solution was added hydrazine hydi-ate (270 followed by stirring at 
room temperature for 2 hours. The obtained reaction solution was concentrated under 
reduced pressure to obtain the compound 21-6. The compound 21-6 (690 mg) was 
dissolved in dimethylfoimaraide (20 ml) and to the solution was added 
10 4+butylben2ylisothiocyanate (370 mg), followed by stirring at 100°C for 7 hours. 
The reaction mixture was concentrated and purified by column-chromatography 
(hexane/etliyl acetate = 1/2) to yield the compound 21-7 (58 mg, 23 %) as a green 
foamy solid. 

NMR(300MHz, CDCI3) : 5 7.69-7.63(m, IH), 7.42-7.38(m, 2H), 
15 7.31-7.25(m, 3H), 7.04-6.65(m, 3H), 4.76-4.60(m, 4H), 3.07(s, 3H), I.31(s,9H) 

Example 133: Synthesis of (4-t-butylbenzyl)thiocarbamic acid 
(l-methyl-4-nitio.lH-pyrrol-2-yl)methyI ester (22-3) 
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Step 1 : Synthesis of N-metliyl-4-mtro-pyirol-2-cai'boxaldehyde (22-1) . 
N-methylpyrrol-2-carboxaldehyde (5 g) was dissolved in anhydrous acetic acid 
(50 ml), and to an ice-cold of the solution was slowly added dropwise nitric acid (1.84 
5 ml) with stirring. Hie mixture was stirred at this temperature for 1 hour, and then at 
room temperature for 18 hours. After confirming the completion of the reaction, to the 
mixture was added an ice-water (200 ml), followed by slowly adding soUd sodium 
hydroxide (20 gj) th^eto and stirring for 1 hour. The obtained mixture was extracted 
with ether (150 ml x3). The obtamed organic layer was washed with aqueous sodium 
10 bicarbonate solution and saturated aqueous sodium chloride solution, dried over sodium 
sulfate, and then filtered. The filtrate was concentrated under reduced pressure and 
purified by column-chromatography (ethyl acetate/hexane = 1/4) to yield the compound 
^ 22-1 (3.5 g, 49.6%). 

NMR(300MHz, CDCI3) : 69.63(s, IH), 7.68(s, IH), 7.43(s, IH), 4.03(s, 

15 3H)- ■ 

Step 2: Synthesis of 2-hydroxymethyl-N-methyl-4-nitro-pyrrole (22-2) 
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Compound 22-1 (550 mg) was dissolved in anliydrous tetraliydrofuran (30 ml) 
and cooled to 0 ""C. To the solution was slowly added dropwise IM 
borane-tetrahydrofuran (3.25 ml), followed by refluxing at SO"C for 3 hours. After the 
completion of the reaction, the solvent was evaporated imder reduced pressure to be 
5 removed, and flien the residue was purified by coliunn-chromatography (ethyl 
acetate/liexane = 2/1) to yield the compound 22-2 (500 mg, 90 %). 

NMR(300MHz, CDCI3) : 5 7.51(s, IH), 6.65(s, IH), 4.59(s, 2H), 3.75(s, 

3H) 

Step 3: Synthesis of (4-t-butylbenzyl)thiocarbamic acid 
(l-methyl-4-nitro-lH-pyiTol-2-yl)methyl ester (22-3) 

Compond 22-2 (100 mg) was dissolved in anhydrous tetrahydrofuran (15 ml) 
and cooled to 0 To the solution was slowly added sodium hydiide (190 mg) with 
stuxing, followed by stirring for 30 minutes. To the mixture was added 
t-butylbenzylisothiocyanate (130 mg), followed by stiixing for 6 hours. The solvent 
was evaporated under reduced pressure to be removed, and then the residue was diluted 
with water (20 ml). The obtained mixture was extracted with ethyl acetate (20 ml x3), 
dried over magnesium sulfate, and then filtered. The fitoate was evaporated under 
reduced pressiure and the obtained residue was purified by column-chi*omatogi*aphy 
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(ethyl acetate/hexane = 1/3) to yield the compound 22-3 (130 mg, 56.2 %). 

NMR(300MHz, CDCI3) : 57.51(m, IH), 7.31(in, 3H), 7.10(m, IH), 6.83(m, 
IH), 6.47(brs, IH), 5.44(s, 2H), 4.71(d, 2H, J^S.THz), 3.68(s, 3H), 131(s, 9H) 

Example 134: Syntliesis of 

l-(4-t-butyIbenzyI)-3-(4-methaaesulfouylammo-l-methyMH-pyrroI-2-^^^ 

(22-9) 




22-9 

Step 1: Synthesis of 2-cyano-N-methylpyirole (22-4) 

N-methyl-2-pyrrolcarboxaldehyde (5 g) and hydroxylaraine hydrochloride 
(3.82 g) were mixed in l-methyl-2-pyiTolidinone (50 ml) and the mixture was refluxed 
at 1 10°C for 2 hours. After confinning the completion of the reaction, to the reaction 
mixture was slowly added an ice-water (200 ml) and the resulting mixure was extracted 
with ethyl acetate (150 ml x 3), washed with brine, dried over sodium sulfate, and then 
filtered. The filtrate was concentrated under reduced pressure and the obtamed residue 
was purified by column-chromatography (ethyl acetate/hexane = 1/4) to yield the 
compound 22-4 (3.5 g, 72 %). 
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NMR(300MHz, CDCI3) : 6 6.79(m, 2H), 6.16(in, IH), 3.78(s, 3H) 

Step 2: Synthesis of 4-nitro-2-cyaiio-N-methylpyrrole (22-5) 
Compound 22-4 (1 g) was dissolved in anliydrous acetic acid (100 ml), and 
5 cooled to 0 °C, To the solution was slowly added dropwise nitric acid (380 (it) with 

. stirring, followed by stirring at the same temperature for 1 hour and subsequently at 
room temperature for 18 hours. After confimiing the completion of the reaction, to the 
mixture was added an ice-water (200 ml), followed by slowly adding soUd sodium 
hydroxide (20 g) thereto and stirring for 1 hour. The obtained mixture was extracted 

10 . with ether (50 ml x3). The obtained organic layer was washed with aqueous sodium 
bicarbonate solution and saturated aqueous sodium cMoride solution, dried over sodium 
sulfate, and then filtered. The filtrate was concentrated under reduced pressure and 
purified by column-chromatography (ethyl acetateAiexane = 1/3) to yield the compound 
22-5 (1.05 g, 73.7 %). 

15 NMR(300MHz, CDCI3) : 5 7.65(s, IH), 7.32(s, IH), 3.88(s, 3H) 

Step 3 : Synthesis of 2-cyano-4-amino-N-methylpyrrole (22-6) 
Compound 22-5 (500 mg) and 10 % palladium/carbon (50 mg) were poured 
into the reactor and dissolved in methanol (10 ml), and then reacted under hydrogen gas 
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atmosphere for 2 hours. After confirming the completion of the reaction, the resulting 
mixtm-e was filtered through celite, and the filtrate was concenti-ated under reduced 
pressure and purified by column-chromatography (etliyl acetate/hexane = 3/1) to yield 
. the. compound 22-6 (310 mg, 77.4 %). 

3.66(s,3H) 

Step 4: Synthesis of 4-methanesulfonylaniino-2-cyauo-N-methylpyrrole (22-7) 
Compound 22-6 (310 mg) was dissolved ui dichloromethane (30 ml) and 
10 cooled to 0 ^'C. To the solution were added trietliylamine (430 ^l) and 
-raethanesulfonyl chloride (210 pi) successively througli an injector, followed by 
stirring at room temperature for 24 hours. The resulting mixture was diluted with 1 N 
aqueous hydrochloric acid, and an organic layer was dried over magnesium sulfate and 
filtered. The filtrate was concentrated under reduced pressure and the obtained residue 
15 was purified by colunm-chiomatography (ethyl aceate/hexane = 1/1) to yield the 
compound 22-7 (400 mg, 78.5 %) 

]M(300MHz, CDCI3) : 6 678(d, IH, J=1.8Hz), 6.^^^^^ 
,5.95(brs, IH), 3.92(s, 3H), 2.97(s, 3H) 
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Step 5: Synthesis of 

(4-niethanesulfonylamino4-methyl"lH-p3b:ol-2-y^^^ 

Compound 22-7 (150 mg) and 10 % palladium/carbon (catalytic amount), 
together with methanol (10 ml), were poured into reactor and the reactor was filled with 
5 hydi'ogen gas, followed by stirring at room temperature for 24 hours. After the 
completion of the reaction, the resulting mixture was filtered through ceUte and 
concentrated under reduced pressure. The following procedure was carried out using 
the obtained residue which was not purified. 

10 Step 6: . . Synthesis of 

l-(4--t-butylbenzyl)-3-(4-methanesulfonylammo-l-methyl-lH-pyrrol-2-yl)thiourea 
(22-9) 

The compound 22-8 (95 mg) prepared m . Step 5 and 
4-t-butylben2ylisothiocyanate (96 mg) were added to ethyl acetate (20 ml) and the 
15 mixture was stirred for 16 hours. The resulting mixture was concentrated imder 
reduced pressure and the obtained residue was purified by column-chromatography 
(ethyl acetate/hexane = 3/2) to yield the compound 22-9 (105 mg, 55 %). 

NMR(300MH2, CDCI3) : 57.37(d, 2H, J-8.1Hz), 7.22(d, 2H, J=8.1Hz), 
6.61(d, IH, J=1.8Hz), 5,95(d, IH, J=2.1Hz), 6.26(brs, IH), 5.87(brs, IH), 5.77(brs, IH), 
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4.64(d, 2H, J-4.8HZ), 4.54(d, 2H, J=3.9Hz), 3.48(s, 3H), 2.91(s, 3H), 1.31(s, 9H) 

Example 135: Synthesis of 

l-(4-t-butylbenzyl)-3-((4-methanesulfonylanimomethyl)phenyl]thi^ (23-2) 



H3CO2SHN" 




Step 1: Synthesis of (4-inethanesulfonylaininomethyI)-l-nitrobeiizene (23-1) 
4-mtrobenzylaniine hydrochloride (3.77 g) was dissolved in dichloromethane 
(20 ml) and to the solution at 0**C was added triethylamine (6.14 ml), followed by 
adding dropwise methanesulfonyl chloride (L7 ml) thereto and stirring at room 
10 temperature for 23 hours. After tlie completion of the reaction, the resulting mixture 
was extracted with water and dichloromethane, concentrated under reduced pressure, 
and then crystallized (dichloromethane/petroleum ether) to yield an ocherous solid (1.2 
&26%). 

15 Step ^ 2: Synthesis of 

l<4-t-butylbenzyl)0-[(4-methanesulfonylaminometbyl)phenyl]thiourea(23-2) 

The compound 23-1 prepared in Step 1 was dissolved in ethyl acetate (30 ml) 

. .. ^gg 
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and to the solution was added tin (IQ chloride dihydrate (6.1 g), followed by refluxing at 
.50 **C for 2 hom*s. After allowed to cool down to room temperature, the resulting 
mixture was basified with saturated aqueous sodium bicarbonate solution, washed with 
water and brine, dried, and then concentrated imder reduced pressure to obtain a yellow 
5 solid (610 mg, 59 %). The obtained compound (107 mg), which was not purified, was 
dissolved in acetonitrile (10 ml) and to the solution were added triethylamine (100 id) 

and 4-t-butylbenzylisothiocyanate (110 mg), followed by refluxing for 24 hours. The 
resultant mixture was concentrated under reduced pressure and purified by 
coliunn-chromatography (hexane/ethyl acetate = 1/2) to yield the compound 23-2 (73 
10 mg, 34 %) as a solid, 

. ^HNMR(300MHz, CDCI3) : 6 7.84(brs, IH), 7.46-7.18(m, 8H), 6.26(brs, IH), 
5.00"4.81(m, 3H), 4.31-4.2S(m, 2H), 2.92(s, 3H), L29(s,9H) 

Example 136 Examplel41 

15 Compounds of Example 136 - Example 141, which are shown in the Scheme 

24, were synthesized according to the similar procedure as described in Example 76 or 
Example 77, and properties and spectral data thereof are shown in below table. 
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Exsniptes 


Compouadi 




Types 


Spectral data 


136 


24-1 




A 


NMR(300MHz. CDCb) : 5 7.39~ 
7.26{m, 9H). 5.55(brs, IH). 4,81{d.2H, 
J=4.8H2), 3.83-3.79(m. 4H), 3.53(s. 2H), 
2.51-2.47(m, 4H), 1.32(s. 9H) 


137 


24-2 


(xcr. 


B 


NMROOOMHz, CDCI3) 6 7.33- 
7.19(m. lOH), 5.40(brs. IH), 3.97-3.90(m. 
2H). 3,72-3.69(m. 4H). 3.52(s, 2H). 
2.94(t, 2H, J= 6.9Hz), 2.46-2.42(m, 4H). 
1.32(s, 9H) 


138 


24-3 




A 


NMROOOMHz. CDCI3) : 6 8,34- 
8.32(m, IH). 7.40-7.26(m. 5H). 6,55(t.lH. 

J=4.5Hz). 5.57(brs. IH), 4.85(d.2H, 
J=4,2Hz), 3.96-3.94(m. 8H), 1.32(s, 9H) 


139 


24-4 




A 


NMROOOMHz, CDCI3) : 6 8.19- 
8.16(m, IH), 7.53-7.26(m, 5H), 6.68- 
6.56(m. 2H), 5.58(brs, IH), 4.85(d.2H. 
J=4.8Hz). 4.04-4.00(m, 4H), 3.74-3.70(m. 
4H). 1.32(s, 9H) 


140 


24-5 




A 


'H-NMROOOMHz, CDCI3) : 5 9.15 (s. IH). 
9.10 (m. IH). 7.95 (s. IH). 7.34 (d. 2H. 7- 8.6 
Hz), 7.25 (d. 2H. J = 8.6 Hz). 4.84 (d. 2H. J = 
5.6 Hz). 1.25 (s, 9H) 


141 


24-6 


of 


A 


*H NMR (CDCI3) 6 7,35{m. 2H). 7.18{m, 
4H). 5.62(bs. iH). 4.92(s. 2H). 4.87(d. 2H, 
d=2.25Hz). 3.98(m. 2H), 2.94(m. 2H). 
1.32(s. 9H) 1 



s 




24-1 
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Example 142: Synthesis of 1-benzyl- 

l-(4-liydroxy'-3-methoxybenzyl)-3-plienethylthiourea (25-1) 
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H3CO. 



HO" 



IX 



25-1 



N 




Vaniline (200 mg) and benzylamine (129 mg) were dissolved in methanol (3 



ml) and the solution was stirred for 30 minutes. To tlie solution was added a catalytic 



5 amount of 10 % platinum/carbon to be subjected to the hydrogenation reaction (1 atm) . 
After the completion of the reaction, the resulting mixture was filtered and evaporated 
under reduced pressure to remove methanol. The obtained residue was dissolved in 
dichloromethane (3 ml) and to the solution was added phene&ylisothiocyanate (196 mg, 
1.2 mmol), followed by stirring at room temperature for 5 hours. Then, 

10 dichlorometliane was evaporated under reduced pressure and the obtained residue was 
column-chromatographed (hexane/ethyl acetate = 1/1) to yield flie compound 25-1 (400 
mg, 82 %) as a white solid, 

NMR (300MHz, CDCI3): 5 7.25 (m. lOH), 6.94 (m, 3H). 6.69(m, 2H). 

5.69(3, IH). 5.51(t, IH. J=4.68 Hz), 4.88(s, 2H), 4.75(s, 2H), 3.89(m, 2H), 3.75(s, 3H), 
15 2.78(t,2H.J5=6.57Hz):MS(EI)m/e406[M^ 
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Example 143 -'Example 167 

Compounds 25-2 - 25-26 of Example 143 - Example 167, which are shown in 
the Scheme 25, were synthesized according to the similar procedure as described in 
Example 142, and properties and spectral data thereof are shown in below. table. 




Examp] 
es 


Compou 
nds No. 




Spectral data 


143 


25-2 


r'^=-oh 

R'^=-0CH3 

R''=-(CH2)2Ph 

m=l 


'H NMR (300MHz, CDCI3): 6 7.20(m, IH), 6.82(d, 
IH, /=8.04 Hz), 6.66(s, IH), 6.58(d, IH, J=S.04 Hz) 
5.59(s. IH), 5.30(t, IH), 4.59(s, 2H), 3.88(m, 4H), 
3.81 (s, 3H), 2.84(m, 6H); MS(EI) m/e 420 [M*] 


144 


25-3 


r"=-oh 

R*'=-0CH3 
R^=-(CH2)3Ph 
m = l 


^H NMR (300MHz, CDCI3): 6 7.20(m, lOH), 
6.83(d, IH, ^8.04 Hz), 6.72(s, IH), 6.57(d, IH, 
/=8.04 Hz) 5.58(s, 2H), 5.21(t. IH, J=4.62 Hz), 
4.72(s, 2H), 3.85(t, 2H, 7=6.57 Hz), 3.8 l(s, 3H), 
2.82(t, 2H, >7.68 Hz) 2.51(t, 2H, 7=8.55 Hz) 
MS(E5m/e434[M*] 


145 


25-4 


R^=-OH 
R^=-0CH3 
R''=-(CH2)4Ph 
m=l 


'H NMR (300MHz, CDCI3): 57.19(ra, lOH), 6.70(m, 
3H), 5.58(s, IH) 4.69(s, 2H), 3.79(s, 3H), 3.87(m, 
2H), 3.38(in, 2H), 2.84(t, 2H, 7=6.6 Hz), 2.58(t, 2H, 
7=7.7 Hz), 1.55(ni, 4H); MS (El) m/e 448 [M""] 


146 


25-5 


R'^-OH 
R^=-0CH3 
R = -CgHn 

HI" 1 


'H NMR (300MHz, CDCI3): 57.20(m, 5H), 6.74(m, 
3H), 5.63(s. IH) 5.36(t, IH), 4.77(s, 2H), 3.94(in, 
2H), 3.85(s, 3H), 3.49(t, 2H, J=7.8 Hz), 2.89(t, 2H, 
J=6.57 Hz), 1.48(t, 2H), 1.28(m, 2H), 0.90(t. 3H) 
C*<[S(EI)m/e428[M*] 
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Examp] 
es 


Compou 
ndsNo. 




Spectral data 


147 


25-6 . 


R'*'= -OH 
R^=-0CH3 
R^= isopropyl . 
m=l 


'H NMR (300MHz, CDCI3): 5 6.86(m, 8H), 5.75(s, 
IH), 5.59(s, IH) 5.35(s, IE), 4.32(s, 2H), 3.80(s, 3H), 
3.85(m, 3H), 2.74(t, 2H, >6.71 Hz), 1.18(d, 6H); MS 
(EI)m/e358 [Mtl 


148 


25-7 


r"=-oh 

R^=-0CH3 
R''=cyclohexyI 
m = l 


'H NMR (300MHz, CDCI3): 67.07(m, 5H). 6.67(m, 
3H), 5.56(s, 2H) 5.34(m, 4H), 4.37(s, 2H), 3.86(m, 
2H), 3.79(s, 3H), 2.74(t, 2H, /=6.71 Hz), 1.43(m, 
10H);MS(EI)ni/e398 [M'] 


149 


25-8 


r"=-oh 

R^=-OH 
R''=-(CH2)3Ph 
m= 1 


'H NMR (300MHz, CDCI3): 57.08(in, lOH), 6.46(m, 
3H), 6.38(s, IH) 3.70(t, 2H, 7=7.23 Hz), 3.42(t, 2H, 
7=7.61 Hz), 2.78(t. 2H, 7=7.32 Hz), 1.70(m, 2H); MS 
(EI) m/e 420 01*] 


150 


25-9 


r"=-oh 

R = -OCH3 
R''=-(CH2)2Ph 
m = 2 


'H NMR (300MHz, CDCii): 57.21(m, lOH), 6.82(d, 
IH, >8.04 Hz), 6.64(s, IH) 6.56(d, IH, 7=7.56 Hz), 
5.53(s, IH), 5.10(m, IH), 3.87(s, 3H), 3.82(d, IE, 
7=5.13 Hz), 3.63(d, 2H, 7=5.13 Hz), 2.80(m. 6H); MS 
(Er)m/e434[Ml 


151 


25-10 


r"=-oh 

R''=-isopropyl 
tn = 2 


'H NMR (300MHz, CDCI3): 57.28(m, 5H), 6.70(m, 
3H), 5.56(m, 2H) 5.20(m, IH), 3.95(m, 2H), 3.88(s, 
3H), 3.45(m, IH), 2.94(t, 2H), 2.69(t. 2H, 7=7.53 Hz), 
1.18(d,2H,^6.57Hz) 
MS(EI)m/e372P<I 






R*^-OH 

R"=-0CH3 
R''= -benzyl 
m = 3 


'H NMR (300MHz, CDCI3): 57.18(m, lOH), 6.66(ni, 
3H). 5.47(s, IH) 5.20(m, IH), 4.77(s, 2H), 3.83(s, 
3H), 3.83(m, 2H), 3.54(t, 2H, 7=7.68 Hz), 2.79(t, 2H, 
7=6.825 Hz), 2.46(t, 2H, 7=744 Hz), 1.82(m, 2H); MS 
[E])ni/e434[M*] 


153 : 


25-12 

1 


r"=-oh 

R.'^=-0CH3 : 
R.''=-(CH2)2Ph ; 
n = 3 


'HNMR (300MHz, CDCI3): 57.20(m, lOH), 6.69(m, 
3H), 5.51(s, IH) 5.07(t, 2H, 7=7.30 Hz), 3.85(m, 5H), 
}.71(t, 2H, 7=7.68 Hz), 3.33(t, 2H, 7=7.80 Hz), 
i.84(in, 4H), 2.47(t, 2H, 7=7.30 Hz), 1.79(m, 2H); 
V[S(EI)n)/e448[M*] 
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25-9 



177 



wo 02/16318 



PCT/KROl/01407 




Exampl 
es 


Compou 
nds No. 




Spectral data 


154 


25-13 


r"=-oh 

R'^=-0CH3 
R''=-(CH2)3Ph 
ni = 3. 


'H NMR (300MHz, CDCI3): 67.22(in, 5H), 6.73(m, 
3H), 5.55(s, IH) 5.04(t, IH, J=4.96 Hz), 3.88(s, 3H), 
3.83(m, 2H), 3.48(m, 4H), 3.88(t, 2H, /=6.80 Hz), 
2.56(t, 2H, y=7.58 Hz). 2.51(t, 2H. 7=7.45 Hz), 
l;85(m.4H); MS (EI) m/e 462 [I<| 


155 . 


25-14 


R*'= -OH 
R**=-0CH3 
R''=-H 
m = 3 


'H NMR (300MHz, CDCI3): 57.23(m, 5H), 6.74(m. 
3H), 3.S4(m, 5H) 3.61(m, 2H), 3.27(m, 2H), 2.87(ni, 
2H), 2.59(t, 2H, 7=7.94 Hz). 2.83(in, 2H); MS (EI) 
m/e 344 [M^ 
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25-15 


r"=-qh 

R = -OCHj 

R''=-CH3 
m = 3 


'H NMR (300MHz, CDCI3): 57.23(in, 5H), 6.70(m, 
3H), 5.2S(s, 2H) 3.86(m, 5H), 3.64(m, 2H), 3.02(s, 
3H), 2.92(t, 2H, J=6.69 Hz), 2.52(t, 2H, J'=7.43 Hz), 
1.84(in, 2H); MS (EI) m/e 358 [M*] 


157 


25-16 


R**=-OH 
IN. — -vjv^n3 
R^=-C8H,7 
m=3 


^H NMR (300MHz, CDCI3): 57.28(m, 5H), 6.73(m, 
3H), 5.50(s, IH) 5.12(m, IH), 3.91(m, 5H), 3.55(t, 
2H, J=7.34 Hz), 2.93(m, 2H), 2.53(t, 2H, J=7.50 Hz), 
1.87(m, 2H), 1.44(m, 2H), 1.25(in, lOH), 0.91(m, 
3H); MS (EI) m/e 456 [M^ 


158 


25-17 


r'^=-oh 

r''=- isobutyl 
01 = 3 


'H NMR (300MHz, CDCI3): 57.21(m, 5H), 6.70(m, 
3H), 3.88(m, 5H) 5.59(m, 2H), 5.25(ni, 2H),3.11(m, 
4H), 2.75(m, IH), 2.56(m, 2H), 1.83(m, 2H), 0,86(m, 

2H), 0.79(d, 6H) 
MS (El) m/e 400 [M"] 


1 


25-1 0 


R^= -OH 
R^= -OCH3 
R'*=-isopropyl 
m = 3 


'H NMR (300MHz, CDCI3): 67.26(m, 5H), 6.67(m, 
3H), 5.53(s, m, 2H) 5.02(t, IH), 3.85(m, 2H), 3.80(m, 
zxlj j.Uy(L, /H, J— (5.Z6 xlZJ, Z.oj{ly Zriy t/— o.ol rlZ;, 
2.45(t, 2H. J=6.95 Hz), 2.72(m, 2H). 1.09(d, 6H); MS 
(EI) m/e 386 [M*] 


160 


25-19 


R^=-OH 
k'^=-0CH3 
R^=-cyclo-hex 
yl 

m = 3 


'H NMR (300MHz, CDCI3): 57.23(m, 5H), 6.65(m, 
3H), 5.50(s, IH) 4.93(m, 2H), 3.85(s, 3H), 3.83(m, 
2H), 3.13(t, 2H, /=7.8 Hz), 2.83(t, 2H. /=6.82 Hz), 
2.42(t, 2H, 7=7.07 Hz), 1.65(m, 9H), 1.18(m, 5H); 
MS (EI) m/e 426 [M^ 


161 


25-20 


r"=-oh 

R**=-0CH3 
R^=-CH(Ph)2 
m = 3 


'H NMR (300MHz, CDCI3): 57.64(s, IH), 7.23(m, 
15H), 6.52(m, 3H) 5.48(s, IH), 5.25(t, IH, ^5.00 
Hz), 3.85(m, 5H), 3.33(t, 2H,>8.30 Hz), 2.83(t, 2H, 
7=6.823 Hz), 2.07(t, 2H, ^.49 Hz), 1.26(m, 2H); 
MS (EI) m/e 510 [M*] 
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25-18 



HiCO. 





2S-20 



Bxampl 
es 


Compou 
nds No. 




Spectral data 


162 


2i5-21 


r"=-oh 

R*'=-0CH3 
RP=.p.t.butylb 
enzyl 
m = 3 


NMR (300MHz, CDCI3): 57.17(m, 9H), 6.6S(m, 
3H), 5.49(s, IH) 5.22(m, IH), 4.71(s, 2H), 3.85(m, 
5H), 3.61 (m, 2H), 2.81(t, 2H,^.83 Hz), 2.50(t, 2H. 
7=7.44 Hz), 1.88(m, 2H), 1.31(s, 9H); MS (EI) m/e 
490 [M+] 


163 


25-22 


r"=-oh 
r'^=-oh 

R''= -isopropyl 
m = 3 


'H NMR (300MHz, CDCI3): 87.28(m, 5H), 6.73(m, 
3H), 6.45(t, 2H, >8.04 Hz) 3.80(in, 4H), 3.05(m, 
4H), 2.88(m, 2H), 2.54(m, IH). 2.39(t, 2H, >6.83 
Hz), 1.71(m,4H), l.lI(d,6H) 
MS (EI) m/e 372 [M*] 


164 


25-23 


R'^= -OCH3 
R^=-0CH3 
R''= -isopropyl 
m = 3 


*H NMR (300MHz, CDCI3): 57.23(m, 5H), 6.69(m, 
3H), 5.31(s, IH) 3.S5(m, 5H), 3.1 l(t, 2H, /=7.32), 
2.S5(t, 2H, >6.71 Hz), 2.46(t. 2H, >6.83 Hz), 
1.75(m, 2H), 1.90(m, IH), 1.09(d, 6H, /=3.32 Hz); 
MS(E])in/e400[M^ 
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165 . 


25-24 


r"=-oh 

R^=-H 

R'= -isopropyl 

m = 3 


•H NMR (300MHz, CDCI3): 67.14(m, 5H), 6.77(m, 
4H), 3.77(m, 7H) 3.10(m. 2H), 2.8S(ni, IH). 0.83(m, 
lOK); 

MS(EI)m/e356[M*] 


166 


25-25 


r"=-h 

is. — UUils . 
VtF= -isopropyl 
m = 3 


'H NMR (300MHz, CDCI3): 67.23(m, 5H), 6.69(m, 
3H), 5.32(m, IH) 3.77(m, 5H), 3.11(t, 2H, 7=7.07 
Hz), 2.87(t, 2H, y=6.60 Hz), 2.49(t, 2H, /=7.20 Hz), 
2.73(m, 2H), 1.91(m, IH), 1.08(d, 6H, /=6.84 Hz); 
MS(EI)in/e370[M*] 


167 . 


25-26 


R^=-H 

r^=.h 

R^= -isopropyl 
m = 3 


'H NMR (300MHz, CDCI3): 67.21(m, lOH), 5.48(ni, 
IH), 5.03S(m, IH) 3.83Cm, 2H), 3.11(1, 2H, 7=8.30 
Hz), 2.89(t, 2H, 7=6.83 Hz), 2.54(t, 2H, 7=7.19 Hz), 
1.78(m, 2H). l.ll(d, 2H, >6.81 Hz); 
MS(Er)in/e340[M*] 




H 



25-21 




25-22 




25-23 
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Example 168: Synthesis 

N-(4-t-butylbeazyl)-3-(3-fluoro-4-methanesuIfouylaminophenyl)propi 

(26-3) 

0 

F 

H3CO2SHN 

Step 1: Synthesis of (3-fIuoro-4-methanesulfonylamino)cinnamic acid methyl 
ester (26-1) 

2-fluoro-4-iodomefhaiiesulfonylamiiiobenzene 3-2 (200 mg) was dissolved m 

dimethylformamide (16 ml) and to the solution were added palladium acetate (7.2 mg), 
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l,r-bis(diphenylphosphino)fen:ocene (20 mg), triethylamine (200 iji) and 

methylacrylate (550 mg), followed by stirring at 60 **C for a day. The reaction mixture 
. was cooled to room temperature, diluted with dichloromethane (40 ml) and then washed 
with water and aqueous hydrochloric acid solution. The obtained mixture was dried 
5 over anhydi-ous magnesium sulfate, concentrated under reduced pressure, and then 
colmnn-chromatographed (etliyl acetate/hexane = 1/1) to yield the compound 26-1 (214 
mg,70%). 

NMR(300MHz, CDCI3 + CD3OD) : S 7.62(d, IH, /=16.3H2), 7.55(t, IH, 

>8.3H2), 7.46(dd, IH, /=2.0, 11.7Hz), 7.41(dd, IH, J=2.0, 8.3Hz), 6.50(d, IH, 
10 >15.8Hz),3.77(s,3H),3.03(s,3H) 

Step 2: Synthesis of methyl 

3-(3-fluoro-4-methanesulfonylaminophenyl)propionate (26-2) 

The compound 26-1 (78 rag) prepared according to the same procedure as 
15 described in Step 1 was dissolved in methanol (10 ml) and to the solution was added a 
catalytic amount of 10 % palladium/carbon, followed by stirring at room temperature 
under hydrogen atmosphere for 2 hours. The resulting mixture was diluted with ether, 
filtered through celite, and then concentrated under reduced pressure to yield the 
compound 26-2 (68 mg, 86 %). 
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NMR(300MHz, CDCI3) : 5 7.45(t, IH, J=8.2Hz), 6.98(d, 2H), 6.46(s, IH), 
3.66(s, 3H), 3.00(s, 3H), 2.91(t;2H, >7.6Hz);2.60(t, 2H, >7.6Hz) 

Step .3: Synthesis of N-(4-t-butylbenzyl) 

5 3-(3-fluoro-4-methanesuifonyimiiuupIieuyl)propionaim (26-3) 

The compound 26-2 (30 mg) prepared in Step 2 was dissolved in toluene (4 ml) 
and to the solution was added 4-t-butylbenzyIamine (150 Mowed by refluxing for 
3 hours. The resulting mixture was concentrated under reduced pressure and the 
obtained residue was chi'omatographed on silica gel column (ethyl acetate/hexane = 1/1) 
10 to yield the compound 26-3 (28 mg, 58 %), . 

»H NMR(300MHz, CDCI3) : 5 7.39(t, IH, >8.3Hz) 7.29(d, 2H), 7,07(d, 2H), 
6.95(m, 2H), 6.33(s, IH), 5.54(s, IH), 4.31(d, 2H, /=5,6Hz), 2.93(s, 3H), 2.92(t, 2H, 
/=7.4H2), 2.41(t, 2H, J=7,6Hz), 1.24(s, 9H) 

15 Example 169: Synthesis of N-(3-fluoro-4-methaEesulfonyIammobeuzyI) 
4-t-butylbenzamide (27) 
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Hydrochloride salt 3-4 (100 mg) prepared according to the same procediu'e as 
described in Example 13 was dissolved in dichloromethane (6 ml) and to the solution 
were added 4-t-butylbenzoylchloride (85 mg) and triethylamine (60 fii), followed by 
stining at room temperature for 2 hours. The resulting mixture was concentrated 
under reduced pressure and the obtained residue was coluimi-chromatographed (ethyl 
acetate/hexane = 1/1) to yield the compound 27 (1 10 mg, 72 %). 

NMR(300MHz, CDCI3) : 6 7.72(d, 2H), 7.49(t, IH, >=8.0Hz) 7.43(d, 2H), 
7.13(m, 2H), 6.54(s, IH), 4.59(d, 2H, J=5.9H2), 2.93(s, 3H), 2.99(s, 3H), 1.31(s, 9H) 

Example 170: Synthesis of 

(3-fluoro-4-methanesulfonylaminobenzyl)dithiocarbamlc acid 4-t-butyIbenzyl ester 
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The compound 3-4 (15.4 mg) prepared by Example 13 was dissolved in 
dimetliylformamide (1 ml) and to tlie solution were added tetrabutylammonium iodide 
(67 nig), cesium (I) carbonate (59 mg) and carbon bisulfide (7 /^), followed by stirring 
at 0 "C for 1 hour. To the mixture was added 4-t-butylbenzylbromide (34 jd) and 
5 stirred at room temperature for 1 hour, After the completion of the reaction, the 
resulting mixture was concenh'ated undei; reduced pressure and the obtauxed residue was 
chromatographed on sihca gel column eluting with ethyl acetate/liexane (1/3) to yield 
. the compound 28 (12 mg, 52 %). 

NMR(300MHz, CD3OD) : 6 7.43 (t, IH, y=S.3H2), 7.25-7.34 (m, 4H), 
10 7.10-7.16 (t, 2H,>8.3Hz), 4.88 (s, 2H), 4.55 (s, 2H). 2.97 (s, 3H), 1.30 (s, 9H) 

Example 171: Synthesis of l-(4-t-butylbenzyI)-3-(3-lluorophenethyl)urea (29) 




29 

4-t-butylbenzylamme (J .2 g) was dissolved in dichloromethane (10 ml) and to 

15 the solution was added triethylamine (2.79 ml), followed by cooling to O^^C and slowly 

adding dropwise a solution of triphosgene (1.98 g) in dichloromethane (5 ml). The 

. mixture was stuTcd at room temperature for 5 hours and water (10 ml) was added 
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thereto. Tlie resulting mixture was extracted with dichloromethane, dried over 
anhydrous sodium sulfite, and then concentrated under reduced pressui'e. The 
obtained residue was purified by colunui-chromatography (hexane/ethyl acetate = 20/1) 
to yield 4-t-butylbenzylisocyanate (880 mg) as a solid. The obtained compound (400 
5 mg) and 3-fluorophenetliylamine (290 mg) were dissolved in dichloromethane (20 ml) 
and the solution was stirred at room temperature for 22 hours. The solvent was 
removed therefirom and the residue was purified by column-chi*omatogi'aphy 
(liexane/ethyl acetate = 4/1) to yield the compound 29 (400 mg, 58 %) as a solid. 

*H NMR(300MHz, CDCI3) : 6 7.35.6.S2(m, 8H), 4.91(s, IH), 4.39(d, 2H, 
10 J=5.4Hz), 3.60.3.48(m, 2H), 2.79(t, 2H, J = 6.9Hz), 1.31(s,9H) 

Example 172: Synthesis of l-(4-t-butylbenzyI)-3-(2-.fluorobenzoyl)thlourea (30) 
F O S 

30 

Potassium thiocyanate (KSCN) (240 mg) was dissolved in acetone (5 ml) and 
15 the solution was allowed to warm up to SO'C. To the solution was added 
2-fluorobenzoyldiloiide (330 mg) and the mixtiwe was stirred at 50°C for 4 hours. 
The produced potassium chloride was filtered off and to the obtained solution was 
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4-t-butylben2ylaiiiine (330 mg), followed by stirring at room temperature for 24 hours. 
The resulting mixtm^e was concentrated and the residue was purified by 
cohiniii-chromatography (hexane/ethyl acetate = 5/1) to yield the compound 30 (156 mg, 
23 %) as a liquid. 

5 NNm(300MHz, CDCI3) : 5 8.18-8.11(m, IH), 7.50-7.07(m, 8H), 7.02(brs, 

IH), 4.70-4.65(m, 2H), 1.31(s,9H) 

Example 173: Synthesis of 

N"-cyano-N-(4-t-butylben2yI)-N'-(2-pyridinylethyI)guanidme(31-l) 

NCN . . 

31-1 

10 

. N-(4-t-butylbenzyI) N'-cyano-S-mefliylisothiourea (ISO mg) was dissolved in 
xylene (10 ml) and to the solution was added 2-(2-aniinoethyl)pyridine (86 mg), 
followed by refluxing for 7 hours. The resulting mixture was concentrated under ~ 
reduced pressure and the obtained riesidue was purified by coluinn-chromatography 
15 (acetone/ethyl acetate = 1/1) to yield ttie compound 31-1 (70 mg, 30 %) as a liquid. 

NMR(300MHz, CDCI3) : 5 8.01(brs, IH), 7.62-7.56(m, IH), 7.39-7.35(m, 
2H), 7.26-7.20(m, 3H), 7.14-7.03(m, 2H), 6.42(brs, IH), 4.34(d,2H, J=5.1Hz), 
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3.71-3.65(m, 2H), 3.03-2.98(m, 2H), 1 J2(s, 9H) 



Example 174 Example 178 

Compounds of Example 174 ~ Example 178, wliich are shown in the Scheme 
5 31, were synthesized according to. the similar procedure as described in Example 173, . 
and properties and spectral data thereof are shown in below table 




Exomples 


Compounds 




Spectrnldata 


174 


31-2 




NMROOOMHz. CDCI3) : 6 7.38-7.35(m, 2H), 
7.27-7.20(m, IH), 7.13-7.10(m. 2H), 6.95- 
6.78(m, 3H), 5.53(brs. IH). 4.77(brs. IH). 
4.23(d.2H. J=5.4Hz). 3.49-3.42(m. 2K), 
2.79(t.2H. J=6.9H2), 1.32(s, 9H) 
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31-3 




*H NMROOOMHz, CDCla) : 6 7.40-7.35(m. 2H), 
7.14-7.10{m. 2H). 7,08-6.99(m, IH), 6.93- 
6.86(m, IH). 6.82-6.77(m. IH), 5,75(brs, IH). 
4.84(brs, IH), 4.25(d,2H, J=5.4H2). 3.46-3.39(m. 
2H). 2.76(t,2H, J=6.9Hz). 1.32(s, 9H) 
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31-4 




*H NMR(300MHz. CDCI3) : 6 7,39-7.35{m. 2H). 
7.32"7.23(m. 2H). 7.19-7.16(m. 2H). 7.12- 
6.98(m, 2H), 5.65(brs. IH). 5.35(brs, IH). 
4.42(d,2H, J=6.0Hz). 4.34(d.2H. J=5.4Hz). 1.32(s, 
9H) 
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31-5 




'H NMROOOMHz. CDCI3) : 6 7.39-7.35(ni. 2H). 
7.23-7.20(m. 2H). 7.12-7.05(m. IH). 6.95- 
6.88(m. IH), 6.16(brs. IH). 5.88(brs. • IH). 
4.79(d,2H,J=5.4H2), 4.52(d,2H.J=4.8Hz). 1.31(s. 
9H) 


178 


31-6 




^H NMR(300MHz. CDCI3) : 6 7.41-7.37.(ni. 2H). 
7.27-7.15(m, 6H). 6.81(brs. IH). 5,55(brs. IH). 
5.32(brs, IH), 4.38-4.34(m, 4H). 3.01(s. 3H), 
l.SKs. 9H) 
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NCN 

31-2 





31-3 



F NCN 

31-4 




NCN 



II II 11 



31-5 



NCN 

A 



H3C02SHN 



31-6 




Example 



179: 



Syatbesis 



of 



N''-cyano-N-(4-t-butylbenzyl)-N'-(2,6-difluoro-3-methanesulfouyIaraiiioben2yl)gua 



nidine (31-7) 




NHSP2CH3 31.7 



l.(4.t-butyIbenzyl)-3-(2,6-difluoro-3-methanesulfonylaminobenzyl)thiourea 



(44 mg) and lead cyanamide (30 mg) were added to ethyl acetate (10 ml) and the 
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mixture was refluxed for 18 hours. The resulting mixture was purified by 
column-chromatogiphy (hexane/ethyl acetate = 1/1) to yield the compound 31-7 (35 mg, 
78%). 

NMR (CDCI3): 5 7.47(dt. J=5.1, 8.7Hz, IH), 7.37(d, /=S.4Hz, 2H), 7.21(d, 
>8.4Hz, 2H), 6.90(t, J'=8.7Hz, IH), 6.67(bs, IH), 6.28(bs, IH), 6.16(bs, IH), 4.78(d, 
>5.4Hz, 2H), 4.55(d, JM.2HZ, 2H), 3.00(s, 3H), 1.31(s, 9H) 

Example 180: Synthesis of 

N"-cyano-N-(4-t-butylbenzyl)-N*-(2-flnoro-5-methanesuIfonylaminobenzyl)guanidi 
ne(31-8) 




NHSO2CH3 31-8 



Compound 31-8 was synthesized according to the similar procedure as 
described in Exanq)le 179. 

'H NMR(CDCl3): 6 7.34(d, >8.1Hz, 2H), 7.28(dd, >2.4, 6.0Hz, IH), 7.20(d, 
>8.1Hz, 2H). 7.18(m, IH), 6.98(t, ..^9.0Hz, IH), 6.48(bs, IH), 6.34(bs, IH). 4.74(d, 
/=5.7Hz, 2H). 4.56(d, >4.2Hz, 2H), 2.95(s, 3H). 1.29(s, 9H) 
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Example 181: Synthesis of 

N"-cyano-N-[2-(l-methyI-lH-pynol-2-yl)etkyq-N*-(l-(4-t-butylbenzyl)]guaiiidine 

(31-9) 



H3C 




5 l-(4-t-butylbenzyl)-3-[2-(l-methyl-lH-pyiTol-2-yl)ethyl]tliiourea (0.2 g) aad 

lead cyanamide (170 mg) were dissolved in ethyl acetate (20 ml) and the solution was 
refluxed for 12 hours. After confinning the completion of the reaction, the resulting 
mixture was filtered to remove the yellow solid, and the obtained residue was 
concentrated under reduced pressure and purified by column-chromatography (ethyl 
10 acetate/hexane = 2/3) to yield the compound 31-9 (174 mg, 85 %) as a yellow solid. 

'HNMR (300MHz, CDCI3): 6 7.38(d, 2H), 7.21(d. 2H). 7.15(m. 2H), 6.05(d, 
IH, J=2.1Hz), 4.48(m, 2H), 3.86(m, 2H), 2.99(t, 2H, J=6.9Hz), 1.3 l(s, 9H) 

Example 182: Synthesis of 

15 l-(4-chIorobenzyl)-3-(6-meflioxy-l,2,3,4-tetrahydronaphthaIen-l-yI)thiourea (32-2) 
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Step 1: Synthesis of 6-m6thoxy-l,2,3,4-tetrahydro-naphthalen-l-ylaniine(32-l) 
6-methoxy-l-tetraIone (881 mg) .aiid hydroxylamine hydrocUoride (1.19 g) 
were dissolved in methanol (50 ml) and to the solution was slowly added pyridine (645 
mg) at room temperature, followed by stirring for 18 hours. The resultuig mixture was 
concentrated under reduced pressure. The concentrate was dissolved in etliyl acetate 
(30 ml), washed with water (10 ml x 2) and aqueous saturated copper sulfate solution 
(10 ml), dried over magnesium sulfate, and then concentrated under reduced pressure. 
The residue was purified by colmnn-chromatography (hexane/ethyl acetate = 3/1) to 
yield an intennediate material, oxune (886 mg, 93 %). 

The obtained oxime (586 mg) was dissolved in methanol (50 ml) and tlie 
solution was cooled to -SO'^C, followed by adding nickel(II) chloride hexahydrate (1.46 
g) thereto. After the solid was completely dissolved, to the solution was slowly added 
sodium borohydride (1.16 g) and the mixture was stirred at -30**C for 30 minutes. 
Then, the mixture was stin-ed at room temperature for 90 minutes and concentrated 
under reduced pressure. The obtained residue was dissolved in 10 % hydrochloric acid 
(30 ml) and the solution was slowly basified with 1 N aqueous sodiiun hydroxide 
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solution. The obtained solution was extracted with ethyl acetate (50 ml x3) and tlie 
organic layers were collected. . The total organic layer was washed with brine, dried 
over magnesium sulfate, concentrated under reduced pressure, and then purified by 
colunin-chromatography (dicliloromethane/methanol = 10/1) to yield the compound 

C 11 .1 n9< mrr ^71 o^^ . 

U mJM-Ji. * * *My» 

'H NMR(CDCl3): 6 7.31(d. >8.7Hz, IH), 6.75(dd, >8.5, 2.4H2, IH). 6.61(d, 
/=2.4Hz. IH), 3.94(t, >5.4Hz, IH). 3.78(s, 3H), 2.75(m. 2H), 1.96(m. 2H), 1.73(bs. 
2H), 1.70(m,2H) 

10 The similar compounds 32-3 and 32-5 were synthesized according to the same 

procedure as described above. . 




Examples 
-step 


Comppu 
nds No, 




Spectral data 


183-1 


32-3 


S.rOMe 


'H NMRCCDCb): 5 7.17(t, /=7.SHz, IE), 7.02(d, 
7-7.8HZ, IH), 6.71(d, J=7.8Hz, IH), 3.97(t, >5.7Hz, 
IH), .3.81(8, 3H), 2.65(m, 2H), 1.94(m, 2H). 1.76(bs, 2H). 
1.73(m,2H). 
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'H NMR(CDCl3): 6 7.00(d, J=8.7Hz, IH), 6.97(d, J = 


184-1 


32-5 


7-OMe 


3.0 Hz, IH), 6.73(dd, /=8.7, 3.0Hz, IH), 3.94(t, /=5.6Hz, 




IH). 3.80(s, 3H). 2.70(m. 2H). 2.00(m, IH), 1.90(m, IH), 
1.80(bs,2H), 1.77(m,2H). 



Step . 2: Synthesis of 

l-(4-chloroben2yl)-3-(6-meflioxy-l,2,3,4-tetrahydronaphth 

The compound 32-1 (100 mg) prepared according to the same procedure as 
described in Step 1 was dissolved in ethyl acetate (4 ml) and to the solution were added 
a solution of 4-chIorobenzylisothiocyanate (123 mg) in ethyl acetate (2 ml), followed by 
stirring at room temperanu-e for 18 hours. The obtained reaction mixture was 
concentrated under reduced pressure and purified by column-chromatography 
Oiexane/etliyl acetate = 2/1) to yield the compound 32-2 (201 mg, 99 %). 

*H NMR(DMS0-d6): 5 7.62(d, /=7.5Hz, IH), 7.52(bs, IH), 7.23(d, J^IA Hz, 
2H), 7.14(d, /=8.4Hz. 2H), 6.92(bs, IH), 6.55(d, >8.7Hz, IH), 6.47(s, IH), 5.30(bs, 
IH), 4.50(bs, 2H), 3.53(s, 3H), 2.52(m, 2H), 1.71(m, IH), 1.55(m, 3H) 

The similar compounds 32-4 and 32-6 - 32-10 were synthesized according to 
the same procediure as described above. 
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Exarnpl 
es 


Compoun 
dsNo. 


1 


Spectral data 


183 


32-4 


R'^=5-0Me 
R'^'CI 


'H NMR(DMS0-d6): S 7.85(d, 7=8.0Hz, IFI), 
7.69(bs, IH), 7.40(d, /=8.4Hz, 2H), 7.32(d, /=8.4Hz, 
2H), 7.12(t, /=8.0Hz, IH), 6.81(d, >8.0Hz, IH), 
5.54(bs, IH), 4.68(bs, 2H), 3.76(s, 3H), 2.56(m, 2H), 
1 88fm 2H) 1.73(m. 2H). 


184 


32-6 


RR=7.0Me 

r'^=ci 


'H NMR(CDCl3): 6 7.29(d, 7=8.7Hz, 2H), 7.22(d, 
/=8.7Hz, 2H), 6.99(d, J=9.0Hz, IH), 6.74(m, 3H), 
6.23(bs, IH), 5.92(bs, IH), 5.40(bs, IH), 4.56(bs, 2H), 
3.72(s, 3H), 2.67(m, 2H), 2.05(m, IH). 1.77(m. 3H). 


185 


32-7 


R'^S-OMe 
R'^=t-butyl 


*HNMR(ac6toiie-d6): 6 7.38(d, >8.4Hz, 2H), 7.29(d, 
/=8.4Hz, 2H), 7.l7(bs, IH), 7.10(t, y=8.0Hz, IH), 
7.04(bs, IH), 6.91(d, ^S.OHz. IH), 6.78(d, y=8.0Hz, 
IH), 5.71(bs, IH), 4.77(d, y=5.1Hz, 2H), 3.80(s, 3H), 
2.83(t, ^6,0Hz, 2H), 1.89{m, IH), 1.80(m, 3H), 
1.30(s,9H). 


186 


32-8 


R^ 6-OMe 
R'^=t-butyl 


'HmdR(acetone-d6): 5 7.38(d, J=8.4Hz, 2H). 7.29(d, 
/=8.4Hz, 2H), 7.21(d, >S.4Hz, IH), 7.14(bs, IH), 
7.05(bs, IH), 6.51(dd, 7=8.4, 2.4Hz, IH), 6.62(d, 
/=2.4Hz, IH), 5.65(bs, IH). 4.76(d, /=5.4Hz, 2H), 
3.76(s, 3H), 2.73(m, 2H), 2.p2(ni, IH), 1.81(m, 3H), 
1.31(s,9H). - 


187 


32-9 


R'^7-0Me 
R'^=t-butyl 


'H NMR(acetone-d6): 5 7.37(d, /=8.4Hz, 2H), 7.30(d, 
/=8.4Hz, 2H), 7.20(bs, IH), 7.ll(bs, IH), 6.98(d, 
>=8.4Hz, IH), 6.92(d, J=2.7Hz, IH), 6.73(dd, >8.4, 
2.7Hz, IH), 5.71(bs, IH), 4.77(d, /=4.8Hz, 2H), 3.71(s, 
3H), 2.67(m, 2H). 2.06(m, IH), 1.81(m, 3H), 1.30(s, 
9H). . 
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1 

R'^6-0Me ; 


188 


32-10 


R®=7-0Me 5 






R'^=t-butyl 3 

• 1 



HN 



S 

A 




0CH3 32-4 



s 

; -32-6 



"XL. 




OCH, 



32-7 



H3C0 




32-8 



H3C0 




32-9 




32-10 



Example 



189: 



Synthesis 



of 



l-(4-t-butylbenzyI)-3-(S-hydroxy-i;2,3,4-tetrahyronaphthalen-l-yl)thiourea (32-11) 
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The compound 32-3 (570 mg) prepared by Step 1 of Example 183 was 
dissolved in 48 % hydrobromic acid (10 ml) and the mixture was refluxed for 24 hours. 
The mixture was cooled to room temperature, and then concenfrated under reduced 
5 pressure to remove the hydrobromic acid (residue : 766 mg, 97 %). Part (500 mg) of 
. the residue was dissolved in dimethylformamide (5 ml) and the solution was cooled to 
CC: To the obtained mixture was added 5 M sodium hydroxide (800 fd), followed by 
stining for 15 minutes to obtain a solution. To the solution was slowly added a 
solution of 4-t-butylbenzylisothiocyanate (421 mg) in dimethylformamide (5 ml) and 
10 the mixture was stirred at room , temperature for 48 hours. Then, to the obtained 
solution was added water and the resulting mixture was extracted with ether (50 ml x3). 
The extracted organic layer was collected, washed with I N hydrochloric acid, water 
and saturated aqueous sodium chloride solution, dried over magnesium sulfate, and then 
concentrated under reduced pressure. The residue was purified by 
15 column-chromatography (hexane/ethyl acetate = 2/1) to yield the compound 32-11 (550 
mg.73%). 
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^HNMRCacetone-de): 6 7.38(d,>=8.4Hz, 2H), 7.29(d, /=8.4Hz, 2H), 7.15(bs, 
IH), 7.03(bs, IH), 6.95(t, /=7.8Hz, IH), 6.81(d, J=l.% Hz, IH), 6.69(d, y=7.8Hz, IH), 
.5.70(bs, IH). 4.77(d. y=5.1Hz, 2H). 2.63(t, y=6.0H2, 2H). 2.00(m, IH). l.Sl(m. 3H), 
1.30(s,9H) 

The similar compound 32-12 was synthesized according to the same procedxire 
as described above. 




Exampl 
e . 


Compou 
ndNo. 




Spectral data 


190 


32-12 


R'*=7-0H 
R*^=CI 


'H NMRCCDjOD): 6 7.32(s. 4H), 6.89(d, y=8.4Hz, 
IH), 6.71(d, y=2.4Hz, IH), 6.59(dd, 7=8.4, 2.4Hz, 
IH), 5.54(bs, IH). 4.75(bs, 2H), 2.65(m, 2H). 2.03(m. 
IH), 1.79(m, 3H). 



s 




32-12 
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Example 191: Synthesis of l-(4-t-butylbenzyl)-3-(3-formyIchromone)thiourea 
(33-2) 




5 2-aniino-3-fonnylclii-omone 33-1 (100 mg) was dissolved in anhydrous 

tetrahydrofiiran (1 5 ml) and tlie solution was stirred. To the solution was added sdium 
hydride (15 mg) at 0°C and the mixture was stin*ed for 30 minutes. To the mixtui-e was 
added 4-t-butylbenzylisothiocyanate (130 mg), followed by stirring for 6 hours. The 
resulting mixture was neutralized with an iced water and concentrated under reduced 
10 pressure. The residue was extracted with ethyl acetate (30 ml x3), dried over 
magnesium sulfate, and then filtered. The filtrate was purified by 
column-chromatography (ethyl acetate/hexane = 3/2) to yield the compound 33-2 (25 
mg,10%). 

NMR(300MHz, CDCI3) : 68.75(s, IH), 8.14(ni, IH), 7.77(m, IH), 7.42(m, 
15 6H),5.73(s.2H),L33(s,9H) 
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Example 192: Synthesis of (4-t-butylbeuzyl)tUiocarbamic acid 
-0-(3,5-diimethylpyrazoH-ylmethyl)ester (33-4) 




3,5-dinietlaylpyrazol-l-metlianol 33-3 (200 mg) and sodium hydride (42 mg) 
5 were dissolved in anhydrous tetrahydrofuran (20 ml) and the solution was stirred for 1 
hour. To the solution was added 4-t-butylbenzylisothiocyanate (330 mg) and the 
mixture was stirred at room temperature for 12 hours. The resulting mixture was 
filtered under reduced pressure and the solvent was removed therefrom. The residue 
was purified by column-chromatography (ethyl acetate/hexarie = 1/2) to yield the 
10 compound 33-4 (253 mg, 48 %) as a sohd. 

NMR (300MHz, acetone-de) 6 7.29(m, 4H), 7.09(m, IH), 6.30(s, 2H), 
4.68(d, 2H, J=2.85Hz), 2.33(s, 3H), 2.22(s, 3H), 1.30(s, 9H) 

Example 193: Synthesis of N-(3-lluoro-4-methauesulfoiiyIaininobeii2yI) 
15 3-(4-t-butylplienyl)prbpionainide(34-5) 



202. 



wo 02/16318 



PCT/KR01/014»)7 



0 




Step 1 : Synthesis of 4-t-butylciiinamic acid eflxyl ester (34-2) 
A + u,,f,rii^ar,r»ni^£»K^rri« cxajW (M TTiff^ WAR HifisnlvftH iH acetnTiitrile fl6 ml"^ and 
to the solution were added diisopropylethylamine (84 mg) and triethyl 
5 phosphonoacetate (117 mg), followed by stirring at room temperatm-e for 1 houi's. Tlie 
resulting mixtm*e was diluted with dichloromethane (20 ml), washed with water and 
aqueous hydrochloric acid solution, dried over anhydrous magnesium sulfate, and then 
concentrated under reduced pressure. The residue was column-chromatographed 
(ethyl acetate/hexane = 1/5) to yield the compound 34-2 (64 mg, 65 %) 
10 NMR(300MHz, ODCls) : 6 7.65(d, IH. >16.1Hz), 7,46^7.34 (m, 4H), 

6.38(d, IH, y-16.1Hz), 4.24(q, 2H, J=7.2Hz), 1.31(m, 12H) 

Step 2: Synthesis of etliyl 3-(4-t-butyIphenyl)propionate (34-3) 
The compound 34-2 (64 mg) according to the same procedure as described in 
15 Step 1 was dissolved in methanol (10 ml) and to the solution was added a catalytic 
amount of 10 % palladium/carbon, followed by stimng at room temperature under 
hydrogen gas atmosphere for 2 hours. The resulting mixtui'e was diluted with ether, 
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filtered through celite, and tlien concentrated under reduced pressure to yield the 
compound 34-3 (60 mg, 93 %) 

NMR(300MHz, CDCI3) : 6 7.28(d, 2H, ^S.OHz), 7,ll(d, 2H, ^S.OHz), 

. 4.11(q, 2H, y=7.1Hz), 2.90(t, 2H, >7.6H2). 2.59(t, 2H, y=7.6Hz). 1.29(s, 9H), 1.21(t, 
5 3H,>6.8Hz) - 

Step 3: Synthesis of N-(3-fluoro-4-metlianesulfonylaminoben2yl) 
3-(4-t-butylphenyl)propionamide(34-5) . . 

The compound 34-3 (60 mg) prepared according to the same procedure as 
10 described in Step 2 was dissolved in 50 % aqueous tetrahydrofiiran solution (10 ml) and 
to the solution was added lithium hydroxide (24 mg). Hie mixture was stin-ed at room 
temperatiu-e for 5 hours to hydrolyze the compound 34-3 and the solvent was removed 
therefrom. The residue was dissolved in ethyl acetate and extracted to the obtain the 
compound 34-4 (43 mg, 81 %). The compound 34-4 was dissolved in benzene (2 ml) 
and to the solution was added dropwise oxalyl chloride (100 uA), followed by refliixing 
for 2 hours. The reaction mkture obtained by concentrating tlie resultant under 
reduced pressure and hydrochloride compound 3-4 (67 mg) prepared in Example 13 
were added to dichloromethane (6 ml), and to the mixture was added triethylamine (60 
/d), followed by stirring at room temperature for 2 hours. . The resulting mixture was 
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concentrated under reduced pressure and the obtained residue was purified by 
. coliunn-chromatogi-aphy (ethyl acetate/hexane = 1/1). to yield the compound 34-5 (34 
mg,38%). 

NMR(300MHz, CDCI3) : 6 7.40(t, IH, y=8.2Hz) 7.23(d, 2H, y=8.3Hz), 
5 7.06(d, 2H, y=8.3MzJ, b.^U^m, iti), o.^y{S, in), d,oq[js, ixij, ^.Dvy^a, ^n, j-j.kjj^j, 
2.93(s, 3H), 2.89(t. 2H, J=7.6Hz), 2.47(t, 2H, >7.4Hz ), 1.19(s, 9H) 

Example 194: Synthesis of 

l-(4-t-butylbenzyl)-3-(4-methylamlnosulfonyIaminbbenzy!)thiourea (33-2a) 

' '. ■ S 



H3CHNO2SHN 




10 

Step ■ I: ' ' Synthesis of 

N-t-butyloxycarbonyl-4-methylaininosulfonylaminobenzylamm^ (35-la) 

Sodium hydride (18 mg) was suspended in dimethylformamide, and to the 
suspension was added a solution of N-t-butyloxycarbonyl-p-aminobenzylamine (150 
15 mg) and methylammbsulfamoylchloride (97 mg) in dimethylformamide while the 
temperature was controlled to O^'C, followed by stirring at room temperature for 3 hours. 
The reaction solution was evaporated under reduced pressure, and the residue was 
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diluted with ethyl acetate (70 ml), washed with saturated aqueous sodium bicaihonate 
solution, water and saturated saline, md then evaporated under reduced pressrure. Hie 
obtained residue was purified by column-chromatography (hexane/ethyl acetate = 5/1) 
to jdeld the compound 35-la (170 mg, 79 %). 
5 NMR(300MHz, DMSO) : 57.27(d, 2H, 7=8.5 Hz), 7.10(m, 2H), 4.18(s, 2H), 

3.29(s,3H),1.43(s,9H) 

Step 2: Synthesis of 

1 -(4-t"butylbenzyl)-3-(4-methyIaminosulfonylaminobenzyl)tIiiourea (35-2a) 

D The compound 35-1 a (170 mg) prepared m Stq) 1 was dissolved in anhydrous 

dichloromethane (4 ml), and to the solution was added excess trifluoroacetic acid while 
the temperature was contoUed to 0°C, . followed by stirring for 30 minutes. The 
resulting mixture was evaporated under reduced pressiffe to remove excess 
trifluoroacetic acid and the residue was dissolved in anhydrous dichloromethane (4 ml). 

i To the solution were added triethylamme (98 /it) and 4-t-butylben2ylisothiocyanate 
(144 mg) and the mixture was stirred at room temperature for 3 hours. The reaction 
solution was evaporated under reduced pressure, and the remained was diluted witli 
ethyl acetate (70 ml), washed with water and saturated sahne, and then concentrated 
under reduced pressure. The obtained residue was purified by 
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colunm-chromatography (hexane/ethyl acetate = 10/1) to yield the compound 35-2a 
(157 rag, 69 %). 

'H NMR(300MHz, MeOH-dj) : 67.33(d, 2H, J=8.5 Hz), 7.17(m. 2H), 4.65(s, 
4H),2.55(s,3H),1.25(s,9H) 

Example 195: Synthesis of 

l-(4.t.butylbenzyl)-3-(4-N,N-dimethylaminosuIfonylaininoben2yl)thiourea(35-2b) 

■ , S-; ■ ■ ' ■ 



(H3C)2N02SHN 




35-2b 



Step. .1: Synthesis of 

N-t-butyloxycarbonyl-4-N,N-dimethylaniinosulfonylauiinobenzylamine (35-1 b) 

Conq)ound 35-lb (393 mg, 53 %) was synthesized by adding 
dimethylsvafamoylchloride {266 fjA) and then by being allowed to wann up to 60 "C 
according the procedure as described in Example 1 94. 

• 'H NMR(300MHz, CDClj) : 57.18(m, 8H), 4.16(s, 4H), 2.77(s, 3H), 1.45(s, 

9H) 
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Step 2; Synthesis of 

l-(4-t-bu1ylbenzyl)-3-(4-N,N-dimethylaininosuIfonylamm 

Compound 35-2b (337 nig, 65 %) was synthesized according to the similar 
procedure as described in Example 194. 

NMR(300MHz, CDCI3) : 67.18(m, 8H), 4.56(s, .4H), 3.92(s, 3H), 1.27(s, 

9H) 

MS(FAB)ni/e435[M^+l] - 



Example 196: Synthesis of 

10 l-(4-t-batyIbenzyI)-3-(4-aminosulfonylaminobeazyI)thjoure:i(35-2c) 




35-2C 



Step 1: Synthesis of 

/ N-t-butyloxycarbonyl-4-N-(t-butyloxycarbonylaminosulfonyl)aminobenzylamine 
(35-lc) 

15 Compound 35-lc (333 mg, 54 %) was synthesized by adding 

N-(t-butyloxycarbonyl)-N-[4<dimethylazamumylidene)-l,4-dihydropyridin-l-ylsulfony 

l]azanide (464 mg) and then by being allowed to warm up to 60 °C according the 
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procedure as described in Example 194. 

^HNMR(300MHz,DMSO) .: 67.12(m, 4H), 4.06(d, 2H,>5.9 Hz),.1.37(s, 9H), 

1.33(s,9H) 

1^4-t-butylben2yl)-3-(4-aimnosulfonylamm^^ (35-2c) 

Compound 35-2c (257 mg, 69 %) was synthesized according to tlie similar 

procedure as described in Example i 94. 

^HNMR(300MHz, DMSO) : 67.18(m, 8H), 4.58(s, 4H), 1.25(s, 9H) 

10 MS(FAB)m/e407[M'+l] 

Example 197: Synthesis of 

l-(4-t-butylbenzyl)-3-(4-methanesulfonylamino-3-nitrobenzyl)thiourea (35-5) 




H3CO2SHN 

O2N 

35-5 



15 . Step 1:, Synthesis of 4-methanesulfonylamino-3-nitrobenzoiiitrile (35-^ 

3-mtro-4-aminobenzonitrile (150 mg) and sodimn bistrimethylsilylamide (2 ml) 

were dissolved in anhydrous leti'ahydro&ran (6 ml), and to the solution was added 

209 . 



PCT/KROt/01407 

WO 02/16318 

.o^Mc (70 v,a^d »i* dilu^d hya^cmonc add ».u«^ 

.^.e, .,u». sodi^. W^bona^ ».»fio. «.U. and bd^ «d ^^^^^^^ 

(b^c/.mylac«a« = 5n).o^dd*cco.pound3^4 020mg,54%) . 

WSOOMHZ. Pv^din^dd : 68«s. IH). 8.17(d. 1ft >8.76 Hz), 
7.88{dd. 1R>1.95. 8.79 Hi). 3.48(a. 3H) , 

9. Synthesis . 

10 step /: 

• The compomd3M (90 mg) prepared »o*g»«« same procedure a, 
Step 1 »aa diaso..ed ahydrous .e«..,dro«-ra. and .0 *e so.ndon was 
added bor^^e (1 U. U nd). snowed by ,«rring fcr 6 honrs. The re^Hng n^«re 
evapora-ed under reduced pressure, and ,he residue was dUu^d wid> edry. ace.a,e 
(50 nU), cashed wiU, w«er and brine, and .hen evaporated under reduced pressure to 
Obtain atnin. The obtained an^ wMcir - no, puriEed, was dissolved in 
Oichloromethane (2 nrl) and » tbe »lu.ion we added trie«.,la„nne (57 ^) and 

,■ .v„™.„»..(8 4mg)alO'C,&lliwedby6tirringalroomtemperati!ie 

4-t-butylbenzyhsothiocyanate (,5.^ mg; ai , 
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for 3 hours. The reaction solution was evaporated under reduced pressure. The 
residue was diluted with ethyl acetate (70 ml), and washed with water and brine. The 
solvent was evaporated under reduced pressure, and tlien the obtained residue was 
purified by column-chromatography (hexane/ethyl acetate =, 30/1) to yield the 
compound35-5 (56 mg, 33 %). 

NMR(300MHz, CDCI3) : 68,60(s, IH), 8.17(d, IH, /=8.76 Hz), 7.8S(dd, 

IH, /=1.95, 8.79 Hz), 7.40(ni, 4H), 4.80(d, 2H, J=5.13 Hz), 4.55(s, 2H), 3.10(s, 3H), 
1.27(s,9H) 

MSCFAB)ni/e451[M^+l] 

Example 198: Synthesis of 

l-(4-t-butyIbeiizyl)-3-(l-(4-metbanesuIfonyIphenyI)ethyl)tbiourea (36-4) 



H3CO2SHN 




36-4 

Step 1 : Synthesis of 4-methanesulfonylaniinoacetophenone (36-1) 
4-aminoacetophenone (300 mg) was dissolved in dichloromethane, and to the 
solution were added methanesulfonic anhydride (2,44 mmol) and pyridine (53.85 . at 

0**C,. followed by stirring at room temperature for 3 hours. After confirming tlie 
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completion of the reaction using TLC, the reaction was quenched with saturated sodium 
bicarbonate solution. The reaction mixture was diluted with dichloromethane, washed 
with water and saturated aqueous sodium chloride solution, dried over anliydrous 
sodiimi sulfate, and then concentrated under reduced pressui-e to obtain a sohd. The 
5 solid was recrystallized with ethyl acetate and hexane, to yield a pale yellow crystal 
(293.2 rag, 61.95%). 

mp:155.1-161.2t; 

NMR(400MHz, CDCI3) : 6 7.98(d, 2H, J=8.8Hz), 7.27(d, 2H, J=8.S Hz), 
3.1 l(d, 3H, J=L6 Hz),2.59(d, 3H, J=1.6 Hz) 

IR(KBr pellet, cm-*) : 3290.93, 3003.59, 2928.38, 1667.16, 1600.63, 1469.49, 
1330.64,1279.54,1146.47 

Step 2: Syntliesis of 4-methanesulfonylaminoacetophenonoxime (36-2) 
4-methanesulfonylaminoacetophenone (36-1) (360.2 mg) was dissolved in 
ethanol and to the solution was added a solution of hydroxylamine hydrochloride 
(129.11 mg) and sodium acetate (249.40 mg) in minimal amount of water. To the . 
mixture was added ethanol until the solution became clear and tlien the solution was 
refluxed for 20 hours, thereby to be changed from transparent yellow to transparent 
colorlessness. After confimiing the completion of the reaction using TLC, the etiianol 
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was removed therefrom, and tlie residue was extracted with ethyl acetate, washed with 
water and saturated aqueous sodiinn chloride sohifion, dried over anhydrous sodium 
sulfate, and then concentratd undei- reduced pressure to obain a soUd. The solid was 
recrystallized with ethyl acetate and hexane to yield a pale yellow crystal (289.6 mg, 
5 75.ii7o). 

mp: lSl.5-182.lt; 

'H NMR(400MHz, CDCI3): 5 7.60(d, 2H,. J=7.2 Hz), 7i6(d, 2H, J=7.4 Hz), 

2.96(s,3H),2.21(s,3H). . 

IRCKBr pellet, cm"') : 3495.35, 3255.25, 3023.84, 2926.38. 1605.45, 1323.89, 

10 1155.15; 

Step 3: Synthesis of l-(4-methanesidfonylaminophenyl)ethylamine (36-3) 
4-methanesulfonylaminoacetophenonoxime (36-2) (279 mg) was dissolved in " 

methanol and to the solution was added palladium/caibon (55.8 m^, followed by 
15 stirring under hydrogen atmosphere. After confirming the completion of the reaction 

using TLC, palladium/carbon was filtered off and tlie filtrate was concentrated under 

reduced pressure to remove the methanol, thereby to yield a transparent yellow liquid 

(251.1 mg, 95.89%). 

•H NMIl(400MHz, CDCI3) : 6 7.28(d, 2H, J=8.8 Hz), 7.15(d, 2H, J=8.8 Hz), 
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4.09(q, IH, J=6.6 Hz). 2.95 (s, 3H), 1.35(d, 3H, J=6.4 Hz) 

IR(NaCl neat, cm'') : 3350.71, 3270.69. 3136.65, 3023.84. 2965.98, 1610.27, 
1512.88.1325.82,1153.22; 

5 Step 4: Synthesis of . 

l-(44-butylbenzyl)-3-(l-(4-raeflianesulfonylphenyl)ethyl)thiourea (36-4) 

The compound 36-3 (56.3 mg) prepared in Step 3 was dissolved in 
dichloi-omethane and to the solution was added 4-t-butylbenzylisothiocyanate (64.7 mg), 
followed by stirring at room temparatore for 1 2 hours. After confiming tiie completion 
10 of the reaction using TLC, dichloromethane was evaporated under reduced pressure and 
the residue was purified by colunm-chiomatography (liexane/ethyl acetate = 4/1) to 
yield a white solid (41.9 mg, 38.01 %). 

'H NMR(400MHz, CDCI3) : 6 9.33(8. IH). 7.28(m, 8H), 5.51(s, IH), 4.68(s, 
15 2H), 4.08(q. IH, J=4.8Hz), 2.93(s, 3H). 1.48(d, 3H, J=4.8Hz),1.31(s, 9H). 

IR(KBr pellet, cm'') : 3356.50, 3262.97. 3057.58, 3025.76, 2964.05, 2868.59, 
1544.70.1512.88, 1325.82 

Example 199: Synthesis of 
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l-(l-(4-methanesulfonylpheuyl)ethyl)-3-plienethylfliiourea(36-5) 




H H . 



HaCOzSHN' 



36-5 



Solution of compound 36-3 (50 in dichlorometliane was mixed with 
phenethylisothiocyanate (65.7 mg) .and the mixture was stirred at room temperature for 
5 12 hours, followed by coafirming the completion of the reaction using TLC. 
Dichloromethane was evqjorated and the residue was column-chromatographed 
(hexane/efliyl acetate = 2/1) to yield a white solid (12.8 mg, 14.53 %). 

mp: 190.8-192.1 1C 

'H NMR(400MHz, DMS0-d6) : 6 9.63(s, IH), 7.78(s, IH), 7.19(m, 9H), 5.34(s, IH), 
10 3.56(s. IH), 2.92(s. 2H). 2.74(t. 2H, J=6.6Hz), 2.47(s. 3H), 1.33(d, 3H, 
J=6.6Hz).IR(NaCl neat, cm"') : 3365.17, 3229.22, 3020.94, 1731.76, 1523.49, 



15 i-(4-t-butylbenzyI>3-(l-(4-methnnesulfonylphenyl)ethyl)-3-methylthiourea(36-6) 



1374.03; 



Example 



Syntliesis 
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H3CO2SHN 

36-6 

Compound 36-1 (200 mg) was dissolved in methanol and to the solution was 
added palladium/carbon (30.0 mg)/ followed by bringing the atmosphere of the reactor 
into an atrasphere of hydi-ogen gas. To the solution was added methylamine solution 
(2 M) and the mixture was allowed to be reacted for 5 days. After confirming tlie 
completion of tlie reaction using TLC, palladium/carbon was filtered off and the filtrate 
was purified by column-chromatography eluting with hexane/ethyl acetate (3/1) to 
remove neural material and subsequently eluting with dichloromethane/methanol (10/1) 
to obtain a yellow liquid (70 mg, 32.70 %). The obtained compound (70 mg) was 
dissolved in dichloromethane and to the solution was added phenethylisothiocyanate 
(75.5 mg), followed by stirring at room temperature for 4 hours. Ailer confirming the 
completion of the reaction using TLC, the resulting mixture was diluted with 
dichloromethane, washed witli water and saturated aqueous sodium chloride solution, 
dried over anhydrous sodium sulfate, and then concentrated imder reduced pressure to 
obain a solid. The solid was purified by column-chromatography (hexane/ethyl 
acetate = 3/1) to yield a colorless liquid (42.6 mg, 32 %). 
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^HNMR(400MH2, CDCI3) : 5 7.27(m, 8ir);6.90(q, IH, J-7.2Hz), 5.53(s, IH), 
4.84(d, 2H, J=4.4Hz), 2.98(s, 3H), 2.66(s, 3H), 1.58(s, IH), 1.52(d, 3H, J=7.2Hz), 
1.29(s,3H). 

IRCNaCl neat, cm"^): 3386.39, 3267.79, 2963.09, 1512.88, 1326.79; 

5 

Experimental Example. Biological potency test 
(O'^^Ca influx test . . , - 

1) Separation of spinal dorsal root ganglia {DRG) in newborn rats and primai7 
. culture thereof 

10 Neonatal(2-day .old or younger than 2-day old) SD rats were put in ice for 5 

minutes to anesthetize and disiilfected with 70% ethanol, DRG of all part of spinal 
cord were dissected (Wood et al., 1988, J. Neurosci. 8, pp3208-322G) and collected in 
DME/F12 medium to which 12 g/1 sodium bicarbonate, 50 mg/1 gentamycin were 
added. The DRG were incubated sequentially at 37*^0 for 30 min in 200 U/nil 
/15 coUagenase and 2.5 mg/ml trypsin, separately. The ganglia were washed twice with 
DME/F12 medium supplemented with 10% horse SCTum, triturated through a 
fire-polished Pasteur pipette, filtered througli Nitex 40 membrane to obtain single cell 
suspension. This was subjected to centifugation, then re-suspended in cell culture 

medium at certain level of cell density. As the cell culture medium, DME/F12 
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medium supplemented with 10% horse seriim, diluted 1:1 with identical medium, 
conditioned by C6 glioma cells (2 days on a confluent monolayer) was used, and 
NGF(Nerve Growth Factor) was added to final concentration of 200 ng/ml. After the 
cells were grown 2 days m medium where cytosine arabinoside (Ara-C, 100 ^M) was 
5 added to Icill dividing nonneuronal cells, medium was changed to one without Ara-C. 
. The resuspended cells were plated at a density of 1500-1700 neurons/well onto Terasaki 
plates previously coated with 1 0 fig/ml poly-D-omitliine. 

2) Ca influx experiments . 

DRG nerve cells from die primary culture of 2-3 days were equilibrated by 
10 washing 4 tunes with HEPES (lOmM, pH 7.4)-buffered Ca Mg^^'-free HBSS 
(H-HBSS). The solution in each well was removed from the individual well. Medium 
containing the test compound plus capsaicin (final concentration 0.5 \M) and "^^Ca 
(final concentration 10 pCi/ml) in H-HBSS was added to each well and incubated at 
room temperature for 10 miu. Terasald plates were washed six times with H-HBSS 
15 and dried in an oven. To each well, 0.3% SDS (1 0 |al) was added to elute "^^Ca. After 
the addition of 2ml of scintillation cocktail into each well, the amount of "^^Ca mflux 
into neuron was measured by comiting radioactivity. Antagonistic activities of test 
compounds against vanilloid receptor were calculated as percent of the inhibition of 
maximal response of capsaicin at a concentration of 0.5 }xM and results are given as 
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IC5o(Tablela,lbandlc). 

Agonistic activities of the, test compounds for vanilloid receptor were 
determined as a concentration of the test compound showing 50% of tlie '*^Ca influx, 
compared to the maximal amount of '*^Ca influx in case of using 3 \M capsaicin and 
5 results are given as EC50 (Table Id). . 
(2) Channel activity assay 

Antagonistic activities of test compounds were assayed based on electrical 
change of cation channel coimected to vanilloid receptor and experiments were 
conducted according to reference method (Oh et al., 1996, J. Neuroscience 16, 
10 ppl659-l667) (Table la, lb and Ic). 

Table la. Results of Calcium Influx and Patcbclamp Tests 



Examples 


Calcium Uptake Test(IC5o) 


Patchclamp Test 
(antagonistic activities) 


5 


1.1 




9 


0.23 




13 


0.037 


++ 


. 15 


1.2 




17 


0.0084 - 


++ 


18 


0.72 




19 


0.0058 


++ 


30 


1.5 




32 ■ 


0.031 


+ 


33 


0.11 




36 


1.1 




44 


0.11 


+ 


51 


0.7 
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NR: no response 

H antagonistic potency equal to capsazepine 

++: antagonistic potency 10 times liigher than capsazepine 



Table lb.. Results of Calcium Influx andPatchclamp Tests 



Examples 


Calcium Uptake 
Test(IC5o) 


Patchclamp Test 
(antagonistic activities) 


60 


1.14 


+ 


61 


0.25 


• +. ■ 


62 


0.06 


+ 


64 . 


0.35 


+ 


65 


0.019 


+ 


66 


0.25 


+ 


67 


0.5 


+ 


68 


0.063 


+ 


69 


0.77 


+ 


70 


0.58 


+ 


73 


1.2 




83 


1.1 




90 


0.42 




. 96 


0.59 





+: antagonistic potency equal to capsazepine 



Table Ic. Results of Calcium Influx and Patchclamp Tests 



Examples 


Calcium Uptalce 


Patchclamp Test 


Test(IC5o) 


(antagonistic activities) 
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134 


0,81 




1 ^0 


0 95 




iJ J 


' 0.38 




161 


... 0.46 




178 


0.11 




■ 193 


0.21 




194 


0.31 






n "1 r 




Capsazepiiie 


0.59 


. + 



+: antagonistic potency equal to capsazepine 



5 Table Id. . Results of Calcium Mux Tests 



Examples 


Calcium Uptake 
TestCECso) 


6 


14.6 


24 


8.2 


41 


• 7.0 


46 


2.6 


82 


2.8 



(3) Analgesic activity test: Mouse writhing test by inducing with phenyl-p-quinone 

Male ICR mice, (niean body weiglit 25g) were maintained in a controlled 
10 lighting environment (12 h on/ 12 h off) for experiment. Animals received an 
intraperitoneal injection of 0.3inl of the chemical irritant phenyl-p-quinone (dissolved in 
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saline containing 5% ethanol to be a dose of 4.5mg/lcg) and 6 min later, the number of 
abdominal constrictions was counted in the subsequent 6 min period. Animals (10 
animals/group) received 0.2ml of test compounds solution in vehicle of etlianol/Tween 
80/saline (10/10/80) intraperitoneally 30 min before the injection of phenyl-p-quinone. 
5 A reduction in flie number of writhes responding to the test drug compound relative to 
the number responding in saline control group was considered to be indicative of an 
analgesic effect. Analgesic effect was calculated by % inhibition equation (% 
inhibition=(C-T)/C x 100), wherein C and T represent the number of writhes in control 
and compound-treated group, respectively (Table 2). 

10 The test results demonstrated that analgesic effect of the compounds used in 

this experiment is as potent as indomethacin which is a very potent antiinflnmiatory and 
analgesic agent. In particular, it is significant to clarify that vanilloid receptor 
antagonist can exhibit such potent analgesic effect, and the results suggests that 
vanilloid receptor antagonist has potential as an analgesic agent. 

15 



Table 2. Test result of analgesic activity for writhing by phenyl-p-quinone 



Examples 


Dose(mg/kg) 


Analgesic effect 
(% Inhibition) 


5 


10 


53 


13 


10 


82 
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1 'Tf • 

17 


1 n 


98 


A A 

44 




92 


52 




94 


73 


1A 


oo 


83 


1 A 
lU 






10 


58 


in/i 

JLVT 


10 


95 


107 


10 


44 . 


153 


1 


57 


161 


1 


73 


Indomethacin 


3 . 


. 94 



(4) Antiinflaimnatory activity test: TPA(12-0-tetra5ecanoylpliorbol 13-acetate)-induced 
mouse ear edema test 

Male ICR mice(body weight 25-30g), 10 animals/group, were treated topically 

5 on the ri^t ear with 30 |il of TTA (2.5 |ig) solution in acetone and after 15 min, 30 ni 
of acetone or test compound solution in acetone was applied topically. After six hours, 
an identical ti-eatment was applied again. After twenty four hours following the 
treatment of TPA, the animals were saaificed md ear tissue was dissected using 6 
mm-diameter punch. Ear tissue dissected were weighed to the nearest 0.1 mg on an 

10 electrobalance. The increased weight of the tissue compared to control group was 
considered as an index of inflammation. The percent inhibition is defined by the 
following equation: 

. 223 . . 
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% inhibition =(0-1)70 x 100, wherein C and T represent an increase of ear 
weight in TPA-treated and TPA+dnig-treated group, respectively (Table 3). 

The above experiment shows that vanilloid receptor antagonist exhibits 
anti-inflammatory effects of the same level with indomethacin which is very potent 
5 anti-inflammatory and analgesic agent. This phenomenon can be imderstood by 
connectmg with the action of vanilloid receptor in neurogenic inflammation, and 
suggests potential applicability of vanilloid receptor antagonist in vaiious mflammatory 
diseases, in particular, neurogenic inflammatory diseases, 

10 Table 3, TP A-induced mice ear edema test 



Examples 


Dose (mg/ear) 


Anti-inflanimtory effect 
(% Inhibition) 


13 




74 


17 




80 


33 




66 


44 




83 


73 




77 


107 




75 


Indomethacin 




74 



(5) Ulcer test; ethanol-induced and-ulcer test 

Male SD rats (body Aveight 180-200 g), 5 animals/group, were fasted for 24 
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hours, aiid their stomaches were damaged. The rats were adininistered with 10 ml/kg 
of test drug suspended in 1 % methylcellulose orally and, after 1 hour, 1 ml of 99% 
eflianol orally. After 1 hour without food and water, the rats were sacrificed by 
cervical dislocation and stomaches thereof were removed. Hie removed stomaches 
b were mcisea aiong uic gioiiici umvanuo ouu uywuwu.. AAAWio, y*^}^*^^^ 

damage was scored based on the following ulcer index which is a criterion for 
evaluation and the percent inliibition of test drug against ulcer was calculated compared 
to control group (1% methylcellulose) (table 4). % inhibition =[(ulcer index of control 
group - ulcer index of drug-treated group)/( ulcer index of control group)] x 100 

10 According to flie present study using ethanol-induced ulcer model, the vauilloid 

receptor antagonist was found out to exhibit significant anti-ulcerous activities, contrary 
to ranitidine, which is a representative antiulcerant but did not show anti-ulcer activity 
in the present study. This study is the first to demonstrate the anti-ulcerous potential 
of vanilloid receptor antagonist. Based on flie result, possibility that vanilloid receptor 

15 antagonist will be develdpedas an anti-ulcerant is suggested. 



Scormg(grade) 


Ulcer Index (Ul) 


0 


No lesion 


1 


One hemorrhagic ulcer of length less than 5nmi & thin 


2 


One hemordiagic ulca: of length not less tiian 5mm & thin 
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3 


More thaii one ulcer of grade 2 


4 


One ulcer of length not less than 5nini & width not less than 2min 


5 


Two or three ulcers of grade 4 


6 


Four or five ulcers of grade 4 
— ■ ■ 


7 


More than six ulcers of grade 4 


8 


Complete lesion of tlae mucosa 



Table 4. Ethanol-induced anti-ulcer test 



Examples 


Dose(mg/kg) 


Anti-ulcerous efifect 
(% inhibition) 


13 


30 


30 


17 


30 


58 


33 


30 


31 


44 


30 


36 


73 


30 


22 


107 


30 


18 


Ranitidine 


. 30 . 


4 



Industrial Applicability 

The compounds according to tlie present mvention are useflrt in the prevention 
or treatment of pain, acute pain, chronic pain, neuropathic pain, post-operative pain, 
migraine, arthralgia, neuropatliies, nerve injury, diabetic neuropathy, neurodegeneration, 
neurotic sldn disorder, stroke, urinary bladder hypersensitiveness, initable bowel 
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syndrome, a respiratory disorder such as asthma and chronic obstructive pulmonaiy 
diseases, irritation in slcin, eye or mucous membi-ane, stomach-duodenal ulcer, 
inflammatory bowel disease, inflammatory disease, etc. 
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CLAIMS 



1. A compound of the following formula (I): 



X 



(D 



or a pharmaceutically acceptable salt thereof, 
wherein: 

X represents S, 0 or -NCN; 

Y represents single bond, NR^ 0 or S; 
represents 

pyridinybnethyl, pyrrolyhnethyl, oxazolylmethyl, pyrazolylmethyl, imidazolylmethyl, 
anthracenyhnethyl, naphthylmethyl, quinolinyhnethyl, allcoxycarbonyl or 
alkylcarbonyloxy (wherein, m is 0, 1, 2, 3 or 4; R"* and R^ are independentyl hydrogen, 
lower alkyl having 1 to 5 carbon atoms, hydroxy, meflianesulfonylaniino, lower alkoxy 
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having 1 to 5 caiton atoms, methoxyalkoxy, methoxyalkoxyalkyl, alkoxycarbonyloxy, 
benzyloxy, acetoxymethyl, propinoyloxymetliyl, butoxyalkyl, trimethylacetoxy, 
trimethylacetoxymethyi or halogen; and and are independently hydrogen, lower 
allQrl having 1 to 5 carbon atoms); 

. {wherein, n is 0, 1, 2, 3 or 4; R^ is benzoyl, imidazolyl, mdolyl, indazolyl, 
tliiazolyl, pyrazolyl, oxazolyl, isoxazolyl, benzimidazolyl, chromonyl or benzothiazolyl 
substituted or unsubstituted with lower allcyl having 1 to 5 carbon atoms, nitrp, amino, 
cyano,methanesulfonylamino,formyl or halogen, or . 



10 




(wherein, R^ is hydrogen, halogen, lower alkyl having ! to 5 carbon atoms, ; 

12 12 

lower alkoxy having 1 to 5 carbon atoms, hydroxy, mtro,cyano,-NHS02R ,-S(0)pR , 
-NR"r'\ carboxyl; R'° is hydrogen, nitre, NHS02R'^ S(0)pR" or NR' R" is 
hydrogen or cyano; R" is lower alkyl having 1 to 5 carbon atoms, raethylphenyl, 
15 NR"r'*, trifluororaethyl or alkenyl; R^^ and R'" are indepeiidently hydrogen or lower 
alkyl having 1 to 5 carbon atoms; and p is 0 or 2.); or , 
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or 



(wherein, Z is 0, S, NH or -NCH3; R*^ is hydrogen, halogen, lower alkyl 
having 1 to 5 carbon atoms, niti*o, cyano, -NHS02R^^, -S(0)pR^^ 
N,N-dimethylaminomethyl or alkoxycarbonylatnino; and p and R^^ have the same 
meanings as defined in R^); 

or 




or 



(wherein, W is 0, S, NH, NR*^ -N(S02CH3)- or -CH2-; and R^^ is pyrldinyl 
or pyrimidinyl substituted or imsubstituted with lower alkyl having 1 to 5 carbon atoms, 
nitro, methanesulfonylaniino or halogen; or benzyl or phenethyl substituted or 
unsubstitued with lower allcyl having 1 to 5 carbon atoms, alkoxy, hydroxy, nitro, 
methanesulfonylamino or halogen); 

or .. 
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(wherein, R", R^*, R^', R^" and R" are independently hydrogen, halogen, lower 
alky] having 1 to 5 carbon atoms, alkoxy, methylenedioxy, 
methanesulfonylaminomethyl, alkoxycaAonyl, hydroxy, sulfamoyl, aminoalkoxy, 
5 alkoxycarbonylamino, -NHCH2CO2H, alkoxyalkylcarbonylaraino, 

alkoxycarbonylalkylauiino, nitro, formyl, acetyl, formylamino, acetoxyamino, cyano, 
-OSO2CH3, -NHSO2R". -N(S02R'')CH3, -N(S02R")2. -S(0)pR", -NR'^R'*, 
thiocaibamoyl, -C(=0)NHNH2, -C(=0)NHOH, -C(=0)NH0CH3, -PO(=0)(OCH3)2, 
carboxyl, NHBoc, -NHC(=0)SCH3 or guanidine; R^ and R" are independently 
10 hydrogen, halogen, alkoxy or hydroxy, and p, R", R" and R'" liave the same 
meanings as defined in R'); 

or hydroxyphenylalkyl or (methanesulfonylaminophenyl)alkyl}; and 
R^ represents hydrogen, allcyl or cycloalkyl having 1 to 8 carbon atoms, Iowct 
alkylphenyl having 1 to 5 carbon atoms, pyridinylethyl, bisphenyhnethyl; or 
15 phenylallcyl substituted with lower alkyl havmg 1 to 5 carbon atoms, halogen or 
methanesulfonylamino. 

2. A compound or a pharmaceutically acceptable salt thereof according to claim 
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1, wherein, 

X represents S, 0 or -NCN; 
Y represents NR^ or 0; 
represents 




(wherein, m is 0, 1 or 2; and and R^ are independently hydrogen, lower 
alkyl having 1 to 4 carbon atoms, hydroxy, methanesulfonylamino, lower allcoxy having 
1 to 5 carbon atoms, methoxyalicoxy, metlaoxyalkoxyalkyl, benzyloxy, acetoxymethyi, 
trimethylacetoxymethyl or halogen); 

R^ represents R^-(CH2)n- 

{wherein, n is 0, 1, 2 or 3; R^ is benzoyl, imidazolyl, indolyl, indazolyl, 
thiazolyl, pyrazolyl, oxazolyl, benzimidazolyl or cliromonyl substituted or imsubstituted 
with lower alkyl havhig 1 to 5 carbon atoms, nitro, amino, cyano, 
methanesulfonylamino, formyl or halogen, or 
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(wherein, R' is hydrogen, halogen, lower alkyl having 1 to 4 carbon atoms, lower 
alkoxy having 1 to 4 carbon atoms, nitro, cyano, -NHSO2R", -NR'^R"' or carboxyl; 
b}° is hydrogen, nitro, NBISOzR" or -NR'^R'"; R" is hydrogen or cyano; R'^ is 
lower alkyl having 1 to 4 carbon atoms, methylphenyl, -NR"r'* or trifluoromethyl; 
5 r" and R'* are indepaidently hydrogen or lower alkyl having 1 to 4 carbon atoms; 
andpisOor2)j , 



or 




or 



(wherein, Z is 0, S, NH or -NCH3; R'* is hydrogen, lower alkyl having 1 to 4 
10 carbon atoms, nitro, cyano or NHS02R'^ and R" has the same meainngs as defined 
inR');or 




or 



(wherein, W is 0, S, NH, m}^ or -CH2-; and R*^ is pyridinyl or pyrimidinyl 
15 substituted or unsubstituted with lower alkyl having 1 to 4 carbon atoms, nitro or 
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methanesulfonylamino; or benzyl or phenethyl substituted or unsubstituted with lower 
allcyl having 1 to 4 carbon atoms, alkoxy, hydroxy or methanesulfonylamino); 
or 



r21 




or 



(wherein, R^^, R^^ R^^, R^^ and R^^ are independently hydi-ogen, halogen, lower 
alkyl having 1 to 5 carbon atoms, alkoxy, methylenedioxy, 
methanesiilfonylaminometfayl, alkoxycarbonyl, hydroxy, sulfamoyl, 
aUcoxycarbonylaniino, -NHCH2CO2H, alkoxyalkylcarbonylaniino, 

alkoxycarbonylalkylamino, niti'o, fonnyl, acetyl, formylamino, acetoxyamino, cyano, 
-OSO2CH3, -NHS02R^^ . -N(S02R'')CH3, -N(S02R^2)2, -8(0%^'^ m''R'\ 
thiocarbamoyl, ^C(=0)NHNH2, -C(=0)NHOH, -C(=0)NH0CH3, caitoxyl, NHBoc, 
-NHC(=0)SCH3, guanidine; R^^ and R^^ are independently hydrogen, allcoxy or 
hydroxy, and p, R^^ R^^ and R'"^ have the same meanings as defined in R^); 
or hydroxyphenylalkyl or (methanesulfonylaminophenyl)alkyl}; and 
R^ represents hydrogen, allcyl having 1 to 4 carbon atoms, lower alkylphenyl 
having 1 to 3 carbon atoms, pyridinylethyl or bisphenylmethyl; or phenylallcyl 
substituted with lower allcyl having 1 to 4 carbon atoms, halogen or 

234 



wo 02/16318 



PCT/rs:K01/01407 



methanesulfonylamino. 

3. A compound or a phamiaceutically acceptable salt thereof according to claim 

2, wherein, 

X represents S, 0 or -NCN; 
R Y renresents NR^ or 0; 

R' represents 




(wherein, m is 1 or 2; and and R^ are independently hydrogen, t-butyl, 
hydroxy, methanesulfonylamino, lower alkoxy having 1 to 5 carbon atoms, 
10 methoxymethoxy, methoxyethoxy, benzyloxy. acetoxymethyl, trimethylacetoxymethyl 
or halogen); 

R^ represents R^-(CH2)n- 

{wherein, n is 1, 2 or 3; R^ is benzoyl, imidazolyl, indolyl, indazolyl, thiazolyl, 
pyrazolyl or .benzimidazolyl substituted or unsubstituted witli methyl, niti-o or halogen; 
15 or . 
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(wherein, is hydrogen, halogen, methyl, nitro or metlianesulfonylamino; is 
hydrogen ornitro; and R" is hydrogen or cyano); 
or 




or 



(wherein, Z is O, S, NH or-NCHj; and R^^ is hydrogen, methyl, nitro, cyano 
or methanesulfonylamino); 
or 




or ' 



(wherein, W is 0, S, NH, m'^ or .CH2-; . and R^*^ is pyridmyl, pyriniidmyl; or benzyl 
or phenethyl substituted or unsubstituted with metliyl, methoxy or hydroxy); 
or 
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or 



(wherein, R", R'^ R". R^" and R^' are independently liydrogen, halogen, lower 
alkyl having 1 to 4 carbon atoms, methpxy, methylenedioxy, . . 
methanesulfonylaminomethyl, • methoxycarbonyl, hydroxy, sulfamoyl. 

5 alkoxycarbonylanmio, . -NHCH2CO2H, . methoxymethylcarbonylannno. 
alkoxycarbonylaDcylamino, nitro. acetyl, foimylainino, acetoxyamino, cyano, 
.OSO2CH3, -NHS02R'^ -N(S02R")CH3, -N(SQ2R>^)2. -S(0)pR'^ 
tbiocaibamoyl, .C(=0)NHNH2, -G(=0)NHpH, -C(=0)NH0CH3, carboxyl. NHBoc, 
-NHC(=0)SCH3, guanidine; R^ and R^ are independently hydrogen, methoxy or 

10 hydroxy, and p, R", R'^ and R'* are the same meanings as defined in R*^; 

. or hydroxyphenylalkyl or (me1hahesulfonylaminophenyl)a]kyl} ; and . 

R^ represents hydrogen, methyl, isopropyl, isobutyl, cyclohexyl, benzyl, 
phenethyi or bisphenyhnethyl; or phenylalkyl substituted with t-butyl. halogen or 

meflianesulfonylamino. . 
15 4. A compoimd or a pharmaceutically acceptable salt thereof according to claim 

l.whercinthefomula© represents . 
• ^(4-t-butylbenzyl)-3-[2-(l-methyl-lH-pyirol-2-yl)ethyl^^^^ 
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1 -(44-butylbenzyl)-3-(4-amino-2,5-difluoroben2yl)thioi^^^^ 

l-(4-t-butylbeii2yl)-3-(4-sulfamoylbeiizyl)thioiirea; 

lr(4-t-butylbenzyl)-3-(3-fluoro-4-methanesulfouylaiTiin 

1 -phenethyl-3-(3-fliioro-4-methanesulfonylaminobeiizyl)thioiirea; 

1 -(4-t-butylbenzyl)-3-(3-cMoro-4-methanesulfonylaminobeiizyl)t^^ 

l-(44-biitylbKi2yl)-3-(3-methoxycarboxyl-4-methanesulfonylam 

urea; 

l-(4-t-butylben2yI)-3<3-carboxyl-4-methanesulfonylainino 
1 -(4-t-butylbenzyl)-3-((3-N-hydroxyammocarbonyl-4-methanesulfo^ 
en2yl)thiourea; 

l-(4-t-butylbenzyl)-3-(3'-methoxycarboxylbenzyl)thiourea; 

l--(4-t-biitylbenzyl)-3-(3-carboxylbenzyl)thioiirea; 

l-(4-t-butylbenzyl)-3-(2,3,5,64e1xafluoro-4-me1iianesulfo^ 

rea; ■ 

, l<4-t-butylbenzyl)-3-(2,5-difluoro-4-metlmesulfonylaniinobei^^^ 
l<4-t-butylbenzyl)-3-[(3-meflianesiUfonylainmo-6-pyri(^ 
l-(4-t-butylbeii2y0-3-(2,6-dicMoro-5-methanesdfonylami 
l-(4-t-butylbeiizyl)O-(4-me1ianesulfonylaininophenethy0^^^ 
l-(4-t-butylben2yl)-3-(4-methanesulfonylaininobeiizyl)^^^ 
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l-(4-t-butylben2yl)-3-[2,6-difluoro-3-(N-me1hane 

l^(44-butylben2>4)-3-[3-CN"i"iiethanesutf^ 

l^(44-butyl-2-methoxybeiizyl)-3-(4-methanesulfo^^ 

l-(44-butyl"2-etiioxybenzyl>37(4-methanesulfon^^ 

i-(44-butyl«2-propoxybenzyl)-3-(4-meflianesul^^^ 

l-(4-t-butyl-2-butoxybenzyl)-3-(4-metlaanesulfonylaiim 

l-(4.f-butyl-24sopropoxybeii2yl)-3-(4-methanesulfon^ 

l-(4-t-butyl"24sobutoxybeiizyl)-3<4-met]ianesul^^^^ 

l-(4-t-butyl-2-neopentoxybenzyl)-3-(4-methmiesulfo^^ 

l-(44-butyl-2-methoxymethoxybenzyl)-3<4-methanesuU^^ 

urea; 

l<44-butyl-2-methoxyethoxybenzyl)-3K4-methanesulfon^ 

ea; 

l.(4.t.butyl-2-beiizyloxyben2yl>3-(4-methan^^ 
l.(2-acetoxyiiieaiyM4-butylben2yl)-3-(4-methan^^^^^^ 

a; • " . ' . 

l.(4-t-butylbenzyl)-3-[2-(4-mefcylthiazol-5-yl)^^ 

lJ(4-t.bii1ylbenzyl)-3<(2-chloro-5-pyridin^^ 
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l-(4-t-butylbeiizyl)-3-(2-pyiidin-2-ylethyl)thiourea; 

l-(4-t-butylbeiizyl)-3-(2,5-difluorobenzyl)thiourea; 

l-(4-t-butylbenzyl)-3-(3-fluorophenethyl)thioiirea; 

l-(4-t-butylbeiizyl)-3-(4-siilfamoylphenethyl)thioui'ea; 

l-(4-t-butylbenzyl)-3-(4-morpholiiiyletliyl)thiourea; 

l<4-t-butylben2yl)-3-[2-(lH-iinidazol-4-yl)ethyl]tW^ 

l-(4-t-butylbenzyl)-3-[2-thiophen-2-ethyl]thiom'ea; 

l-(4-t-butylbenzyl)-3-(4-meflianesulfonylamino-l-m 

rea; 

l-beiizyl-l-(3-(4-hydroxy-3-methoxypheiiyl)propyl)-3-phene% 

l<3-(4-hydroxy-3-methoxyphenyl)propyl)4-phenethyl-3-phenethylthio^^ 

l-bisphenylmethyl-l-(3-(4-hydroxy-3-methoxyphenyl)propyl)-^ 

urea; or 

N"-cyano-N-(4-t-butylbeiizyl)-N'-(4-methanesulfonylammoben2yl)^ 
5. A compound or a phannaceutically acceptable salt thereof according to claim 
1, wherein the foraula (I) represents 

l-(44-butylbeii2yl)-3-(3-fluoro-4-methanesulfonylaminoben2yl)thioiirea; 
l-(4-t-butylben2yl)-3-(3-chloro-4-methanesulfonylaminobenzyl)thiourea; 
l-(4-t-butylbenzyl)-3-(3-methoxycaitoxyl-4-methanesulfonylaminobenzyl)tliio 
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urea; 

l-(4-t-butylbeia2yl)-3-(4-meflianesulfonylamm 
l.(4.t-butyl-2-isobutoxybenzyl)-3-(4-met^^^ 

6. A pharmaceutical.composition comprising the compound according to claim 
1 or a phamiaoeutically acceptable salt thereof as an active mgredient together with a 
phaimaceutically acceptable carrier, 

7. A pharmaceutical composition according to claim 6, wherein the compound 
according to claim 1 or a phaimaceutically acceptable salts thereof as an active 
ingredient together with an pharmaceutically acceptable carrier is present in an 
effective amount for preventing or treating pain, acute pain, chronic pain, neui-opathic 
paui, post-operative pain, migraine, arth*algia, neuropathies, nerve injury, diabetic 
neuropathy, neurodegeneratipn, neurotic skin disorder, stroke, urinary bladder 
hypersensitiveness, irritable bowel syndrome, a respiratory disorder such as astlmia 
or chronic obstructive puhnonary disease, initation of skin, eye or mucous membrane, 
stomach-duodenal ulcer, inflammatory bowel disease or inflanmiatory diseases. 

8. A metliod for preveiiting or treating pain, acute pain, chronic pain, 
neuropathic pain, post-operative pain, migraine, arthralgia, neuropathies, nerve injury, 
diabetic neuropathy, neurodegeneration, neurotic skin disorder, stroke, urinaiy 
bladder hypersensitiveness, uritable bowel syndrome, a respuratory disorder such as 
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asthnia or chronic obstructive pulmonary disease, irritation of skin, eye or mucous 
membrane, stomach-duodenal ulcer, inflammatoiy bowel disease or inflanimatoiy 
diseases, wherein the method comprises administering a therapeutically effective 
amount of the' compound selected from the group consisting of compounds of 
. 5 formula I or a pharmaceutically acceptable salt thereof. 

9. Use of a compound selected from the group consisting of compound of 
fomiula I or a pharmaceutically acceptable salt thereof as an antagonist of vaiiilloid 
receptor. 

10. Use of a compound selected fi'ora the group consisting of compound of 
10 formula I or a pharmaceutically acceptable salt thereof as an agonist of vanilloid 

receptor. 
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™» totional search «port l»s not been «tobli3h^^ 

1. ^ C!aim3No8.;8 

because the> relate to subject matter not required to be searched by this Amijority, namely: 
Method for trcatiiicut of the human body by Ihcraphy 



2. Qj Claims Nos.: 

because they relate to part of the inicmationaJ application that do not complv with the nm^^rih^H r • * i 
extent that no meaningful international search can be carried out, specirX: requ,rcn,ents lo such an 



3 Claims Nos.: 

because they are dependent cla ans and a« not drafted in accordance with the second and Uiird sentence, of Rule 6.4(a). 
Box n Obser vations where unity of faivention Is ItclOng (Continuation of Itwn 2 of firat sheet) 
This International Seareh Authority fou™i multiple inventions in thi. international appliealion. „ follow,: 



1. □ As^«ilr«quir«iaddUo.«I.ea,vhfeesweneUn»ly P«d by the applicant, ths interniHonal seareh^port covers all searo^^^^ 
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^ StSdtttS^ Consequently, this international search report is 

rcstnctcd to the invention first mentioned in the claims; it is covered by claims Nos.; 
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